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Xanthomas were divided into hyper- 
cholesterolemic and normocholesterolemic 
forms by Thannhauser and Magendantz.1 
This subdivision, founded on serum bio- 
chemical determinations, has remained for 
21 years the standard classification of xan- 
thomatous lesions. By contrast, chemical 
analysis of the affected tissue, particularly 
in the normocholesterolemic group, has been 
curiously neglected. 


In xanthoma disseminatum, Hand-Schül- 
ler-Christian disease, Letterer-Siwe disease, 
and eosinophilic granuloma of bone, the 
serum-lipid levels are normal. The last three 
are now generally accepted as variants of a 
single pathological process which Lichten- 
stein? referred to as “Histiocytosis X." A 
variety of other all-embracing names for 
this entity has been suggested, including 
eosinophilic granuloma syndrome,” “Let- 
terer-Christian” disease,* histiocytic type of 
reticuloendotheliosis,? and granulomatous 
. reticuloendotheliosis.® : 

Other possibly related conditions are juve- 
nile xanthoma and McDonagh's? naevo- 
xanthoendothelioma which Polano and 
Nomland ® regard as separate entities. On 
the other hand, Thannhauser,* Crocker 1° 
and Calnan !! consider them to be similar to 
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each other and examples. of. sonthons ie dis- — 
seminatum. The relationship of x anthi na 3 
disseminatum to histiocytosis. Xi is not yet 
established but Thannhauser? i clu ude 

in his variety of. “eosinophilic g 

ogre A case could be made í 
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of histiocytosis X to RRN all ( 
xanthomas in which the serum chole ste 

level is normal. This would bring the r 

examples of flat xanthomatosis unde i TA 
heading histiocytosis X. One would 1 nat iturally d 
exclude those local xanthomas !? whi 

recognizable sequelae of trauma Ro 
preexistent specific lesion. TT 
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Our patient shows an unusual ani id beni; 
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form of cutaneous xanthoma accom oe 
by eunuchoidism, reae heart. di 
and mvasthenia, i 
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A man 20 years of age was Eum P» JA 36 S0 
for examination as a case of rheumati A cart. 78 
disease. The xanthomatosis of facial and body | 
skin was noted at that time. At the age ¢ 
years, patchy yellowish pea had 
noted on the upper arms, and, later, simila 
low staining was observed on the a 2k 
neck. During the next 17 years the lesio ns; slow! aish 
increased in size, becoming conspicuous - » a 
eyelids while fresh lesions appeared, from. Re Y TE 
time, on the thighs and popliteal and antecubital —— 
fossae. The parents maintained that the blemishes - p 
had always been flush with the skin surface and | d E 
that they had never shown any tendency to be Io | 
papular or nodular. No lesion had underage E e 
spontaneous healing. The eruption had remained — 
symptomless. 
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The patients academic performance at school 
was markedly dull and he was too easily made 
breathless and tired to succeed at games. On leav- 
ing school at 14 years he was emploved as a 
baker, but slowly progressive muscular weakness 
restricted him to light work, During his late teens 
slight exertional dyspnea was ignored bv the pa- 
tient until his rejection for military service because 
of mitral heart disease. His history includes bi- 
lateral inguinal hernia repair at 2 years, uncompli- 
cated mumps at 10 years, tonsillectomy at 16 vears 
and circumcision at 18 years. At the time of the 
circumcision he was noted to have no pubic hair. 


—He was first seen by the present writers in 
May, 1955, and has been under periodic review for 
four years since that date. At 22 years, mitral 
valvotomy increased his exercise tolerance but did 
not improve his muscle power. The histology of 
the left auricular appendage showed no xanthom- 
atous or Aschoff nodules, 

His mother, aged 54 years, has two yellowish 
nonpalpable lesions (3X2 mm.) symmetrically 
situated on the medial aspect of each lower eyelid, 
overlying the bony orbital margin. These two 
spots had been unnoticed until observed by one 
of us (W.K.S.), when she was aged 50, and 
they have persisted unchanged since. No lesions 
are present elsewhere on her skin and traumatic 
scars on the right leg are free of yellowish pig- 
ment. His father, aged 54 years, and sister, aged 
27 years, have no skin lesions. In all three, the 
plasma-cholesterol was estimated and found nor- 
mal (230, 225, and 180 mg. per 100 ml. respec- 
tively). 

Examination (1955)—The patient is a lean 
` youth of small stature (height 5 ft. 4 in.; span 
— § ft. 8 in.; weight 111 1b.) whose general demean- 

“our "is immature for an individual of 20 years. 
There is no hair on the moustache and beard 
areas. His face is distinctly boyish with no tem- 
poral recession in hair line and is peculiar in 





_ Fig. L—Boyish face with wrinkled forehead at 
‘21: years. 
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showing an excessively wrinkled and lined fore- 
head (Fig. 1). There is no corneal arcus. 


In the skin there are multiple xanthomatous 
lesions, Prominent among these is a well-defined 
vet impalpable orange-vellow discoloration on both 
upper and lower eyelids. The margins of staining 
correspond generally to the bony orbital edges. 
On the front and sides of the neck there is a 
collar of yellowish discoloration with ill-defined 
borders which fade almost imperceptibly into nor- 
mal skin. Symmetrically over the shoulders and 
extending laterally down onto the adjacent deltoid 
regions, there is diffuse yellowish staining. The 
upper edges on the shoulder are well-defined (Fig. 
2) and appear slightly thickened, but the lower 
margins, like those in the neck, merge gradually 
into normal skin coloring. The lateral edges ex- 
tend to the anterior and posterior axillary folds 
but the axillary concavities show no lesions and 
are hairless. Inconspicuous lesions, 2-5 mm. in 
diameter, are scattered over the thighs, popliteal 
and antecubital fossae. The texture of the affected 
skin in all areas feels normal. Inguinal surgical 
scars are well-healed and free of pigment. 


There is sparse pubic hair; and both testes are 
palpable in the scrotum. Penis measures two and 
three-fourths inches. Prostate feels small on rec- 
tal examination. 





Fig. 2.—Sheet-like xanthomatous lesion on right 
shoulder. The upper edge is well defined but lower 
edge merges imperceptibly with normal skin and 
cannot be detected by photography. 





Vol. 82, July, 1960 


SES: 
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_ Examination (1959) m ve is now taller and 


ings are ae of mitral á | stenosis” with minimal 
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T ir (height 5 it. 7 in; span 5 ft. 11 àn.; 
weight 139 Ib.) with considerable increase of fat 
which is mostly | distributed. over the abdomen. 
Except for yellowish staining of the two-year-old 
thoracotomy scar and in the marks of tension su- 
tures, there are no changes im, the xanthomatous 


_ deposits. t 


_ The testes, penis (3 inches long), and the pros- 
tate are smaller than average. There is sparse 
hair on chin and cheeks with minimal temporal 
hair recession. There is some axillary hair and 
an increase in pubic hair but no coarse hair on 


trunk or limbs. 


The heart is now iusderáiely enlarged to the 

* left. The rhythm is still regular, but in addition 
to the auscultatory findings of mitral valve disease 
there is evidence of increased aortic ip ie uam 


BP. is 140/65. W.R. negative. 


i Treatment.—No local therapy was giver of 
the cutaneous lesions but his muscle weakness, 
which was unaffected by prostigmin, warranted 
a trial of androgen replacement therapy. He was 
given 100 mg. of testosterone propionate in oil 
intramuscularly twice weekly over a period of six 
weeks and then sublingual methyltestosterone, 20 
mg. daily. After three months' continuous androgen 
treatment there was no improvement in his muscle 
weakness or any change | in the xanthomatous 
eruption, but there was a moderate increase in 
the plasma cholesterol to levels. of .250, 250, and 
230 mg. per 100 ml. in successive weekly estima- 
tions, returning to pretreatment levels of 180, four 
weeks after withdrawal of the drug. He remarked 
that while on androgen therapy he needed to shave | 


more frequently. 


` 


Biochemistry. —Seven fasting plasma cholesterol 
estimations carried out between 1955 and 1959 were 
all less than 190 mg. per 100 ml. and showed no 
tendency to increase, Except for postprandial ef- 
fects, lipemic plasma was never observed. Estima- 
tions of the blood proteins by salt and other 
standard precipitation methods were always nor- 

~ mal. Likewise, the serum paper electrophoretic - 
pattern for proteins was normal. When stained | 
with Sudan black" to show lipids, the serum | 
electrophoretic strips showed in 1955 and in 1959 - 
that a-lipoproteins were markedly decreased and 
 B-lipoproteins increased, as compared with male 


controls of the same age. 


The carotenoid assay gave a normal level of 


67 LU. per 100 ml. of plasma. 


Hormone Studies—The urinary seoid 
output in 1955 (M.R.C. method)™ was 4.5 and 
6.5 mg. in consecutive 24-hour collections. In 1959, 
the figures were m at the lower limit of nor- 
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mality, 64 and 74 f Ur 
output was “normal, - 


mediately before a. jedes m 
high output, 270 qui. dier iat à Ux 
tributed to anxiety. a ross check 
cated - that the urinary: eol 


men is compared with a er p aration O: 
human menopausal gonadotropin (| d x 20, C 
ganon). In normal male subiectam from the age 
20 to 60, excretion values. | ar 
HMG units per 24 hours. | ET 


Hematology. — Thes peripheral. puis Ius 
throughout the four years of: "inia foli ow-üp ^ 
was characterized by persistently high h em ps n 335 
16.66-18.11 g/100 mL; a high PCV 48-50 
normal MCHC (36%). Eee 
increased. The leukocytes. were. normal, © 


Urinalysis.—No proteinuria. Urine co co 
to S.G. 1.028 on several occasions, 1 
concentrating power being mainta * 

Radiolog y.—Skull was “normal puce. a) 
amination, There. was. a scoliotic | detorn ity 


nodes were present. At age 20, skeletal 1 mature ition | 
was delayed, but at 24, maturation was c adii pl di 
and commensurate with his age. exa f rib yad 


lesion in the skeletal survey. 


Histology. —Biopsies from shoulder - Jesii 
comparison of the histopathology and the stain 
reactions in tissue. from the same xan | 
lesion taken in 1955 and 1959 revealed n 
preciable change. Groups of foamy na 
were distributed irregularly throughout- the cor d 
except immediately under the epi pidermis. Gian m 


«v £N 


cells were infrequent and inconspicuous. Epide erm 
normal bt AY "S 4 x4 

In PN e fixed, ffin-embe 
sections, cytoplasmic granules within t 
phages appeared numerous when stain 
dan IV and Sudan black while re ly few of - ^. 
these granules were stained by the | p iodic lic acid- VA 
Schiff sequence. These tinctorial reactions | ndi- 
cate, in general, the presence of. cholestero 8 nd | i 
phospholipid within the foam cells. Tests for neu-. a 
tral fat were not possible in the absence of frozen te 


LI 


sections. CON VR Y 


_ Testicular Biopsies.—May, 1955: Hypdceltidasge 
of germinal epithelium with reduced spermatogenic | 4m 
activity. Leydig cells are few and those present | E 
appear atrophic. No xanthomatous infiltration. 3 
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| bu mature ps ca can be seen almost. against | 
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Ee ithe tubular basement membrane. No iniessdal c 


beng 
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tia ecd aly. without any indication us s 
jan" an ii "ose or cag MADRE etiology—in par- 


th tous lesion n: the Mr iiomlder, - : 
adj: vl ge skin, and from the i6 
er a a male control of the same age 
pian and after removal of subcutaneous; 
placed in tared containers, weighed, and 
er del For analysis the samples were 
ped finely. and extracted in a quantity of 
ethanol, approximately equivalent to 200 
the weights of the skin specimens (e.g., 25 
EM , divided into 5 ml. fractions for 100 
“of skin). The extracts were taken to dryness 
| the free and total sterol estimation carried 
| ut by. the method of Sperry and Webb,” the 
“ester - fraction being derived by difference. "Fast- 
f ing" sterol was- -determined by the method of 
x o ‘Moore > and Baumann.” 
et The e ethanol extracts were submitted to meth- 
ysis, and, using a gas density balance, methyl 
rs X dem acids were sought for by gas-liquid 
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E Results : ‘The sterol content within a xanthoma- 
pe te us plaque was 470 mg. per 100 gm. fresh tissue 
E te ompared with 210 mg. per 100 gm. in his normal 
E . LS cin. The male control of the same age had an 
termediate value of 320 mg. per 100 gm. The 
ster fraction in the xanthomatous plaque, and 
1 his unaffected skin, showed 45% and 38% of 








plaque, but in à concentration which : was not sig- 


nificantly different from his normal skin, 5% and 
396 of the total sterol respectively. These results 


1 >. 


are detailed in Table 1. 
. No methyl esters of fatty acids were detected - 
by gas-liquid isis fos 
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Ra Comment 
The possibility was considered that the. . 
xanthomatosis, the heart lesions, the eunu- 
choidism, and the myasthenia might be 
related in their pathogenesis. This symptom- 


complex does not constitute a recognized 


syndrome, In patients with hypercholesterol- 
emic xanthomas, cardiovascular lesions are 
comparatively common ?'?? but in those with 
normocholesterolemic xanthomas, associated 
cardiac lesions do not occur. In our patient 


there was no histological evidence, in the 


left cardiac auricle at least, of xantho- 
matosis, and the presumption is reasonable 
that the mitral and aortic lesions are rheu- 
matic in origin. His somatic muscular weak- 
ness was more than one would expect with 
his largely compensated cardiac valvular 
lesions, and it' was uninfluenced by androgen 
therapy. His eunuchoid status is adequately 
explained by the demonstrable paucity of 
Leydig cells. The normal urinary gonado- 
trophin level excludes a pituitary cause and 
indicates a primarily testicular abnormality. 
Apart from uncomplicated mumps before 
puberty, there is no indication of the cause 
of his impaired testicular function. Another 
unexplained finding is the persistently raised- 
hemoglobin, red cell count, and hematocrit 





^ m h e total sterol, respectively, while the male con- Which were  uninfluenced by androgen 

sgh as oh i 

COO TE r: : : E 

AGED - Taste 1.—Chemical Analysis of Skin 

Y e j: = —— - 

e a. : Percentage of 

E Gm/100 Gm. Fresh Weight Total Sterol 

"n^ 2:0 ^ i 

Sey Water Ethanol- Nonsterol Sterol Content Distribution of Sterol 

» PEN Content Residue Extract Lipids * Total Free Fast-Acting Ester 

Ki . Xanthomatous | 

^. -— plaque 73 19 7 6.53 0.47 26 3. 45 

E Unaffected skin 70 28 4 | 3.79 0.21 0.13 3 38 

- JR Normal control 71 24 5 4.68 0.32 0.27 n.d. t 16 
aM 

ye ^ - 


| t Not determined. 
7788/4. 






* E.g. neutral fats. Derived by arithmetical difference between ethanol extract and total sterol content. 
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FLAT CUTANEOUS XANTHOMATOSIS 


. therapy. Eunuchoid subjects are, by con- 


trast, commonly anemic.? His compensated 
cardiac state would hardly account for these 
hematological changes. 

It is generally believed ?12*75 that juve- 
nile xanthomata clear spontaneously during 
childhood. This conceivably might be at- 

. tributed to the same influences as those 
- which produce the general decrease in the 
cholesterol content of skin with approaching 
puberty.?$ On this hypothesis the failure of 
our patient's juvenile xanthomatous state to 
clear might be attributed to his hypogon- 
adism. However, supplementary testosterone 
therapy combined with some naturally oc- 


curring, though delayed, masculinizing ef- 


fects, did not affect his cutaneous lesions. 
Despite the normal plasma-cholesterol 
level and the nonlipemic clarity of his fasting 
plasma, this patient has an abnormal elec- 
trophoretic lipoprotein pattern compared 
with the normal pattern as described by 
Swahn!*?' and Nikkila.28 The lack of 
" a-lipoprotein and excess of f-lipoprotein 
can be interpreted as an exaggeration of the 
masculine state, a paradoxical state of af- 
fairs in an untreated eunuchoid individual. It 
may indicate a constitutional effect asso- 
ciated with his particular xanthomatous state 
and may be akin to the electrophoretic 
changes in xanthomatosis described by 
Everett *® using a different technique. The 
increase in plasma-cholesterol following 
methyltestosterone therapy resembles the in- 
crease produced by the same agent in arterio- 
sclerotic subjects ?? and is probably the 
normal response to increased androgen stim- 
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ulation, In contrast, reduction to - normal 
levels after methyltestosterone was noted 


by Glyn-Hughes ?! in two women with n | 
percholesterolemic xanthoma tuberosum. S 
The features of our patient's xanthe jm 
atous process are the onset in infancy, | 
uniformly flat noninfiltrated character of 
the lesions, together with their Mes 
and benign course. The chronicity is emph 
sized by the persistence of the lesions - à 
the appearance of xanthomatous deposits i 
the thoracotomy scars 21 years after. the 
onset of the eruption, There is a suggestion 
of heredofamilial influence in that his mother 
has clinically similar, tiny facial lesions. 
Thannhauser? and Borrie”? have described 
three patients like ours, in whom the cutane- 
ous lesions were flat and did not affect the 
axillae and flexures as is characteristically 
seen in xanthoma disseminatum. The. flat 
xanthomas seen in these four patients may 
represent a morphological entity but the 
variable time of onset, the inconsistent dis- 
tribution of the eruption, and the lack of 
other constant recognizable features “make 
it uncertain whether they represent a “nos- 
ological entity. Table 2 illustrates the main 
findings in this group of flat xanthomas. 


Of the cases outlined in Table 2 onl 
Thannhauser’s Case 33 presented a possibl ] 
association with histiocytosis X in ‘that 
sclerosis of the lower femoral shaft was 
detected radiologically and was found histo- 
logically to be a fibrosing eosinophilic gran- 
uloma. Our patient did show broadening of 


the lower part of the femoral shafts but no 












TABLE 2.—Case Reports of Flat Xanthomata $3 


Duration : 

Authors Sex Age of Onset of Lesions Distribution Associated Pathology . 
Thannhauser ? 

Case 33 M 38 19 years * Neck, trunk, limbs. Death due to multiple 

myelomatosis 

Case 42 M 33 3 years T Eyelids, trunk, arms. Bone lesions femora. Pe- 

Borrie *? F 31 18 years t Scalp, eyelids, face, neck, techiae; epilepsy. 
à upper eyelid. Periodie pyrexia. 

Present Case M 3 &® 21 years f Eyelids, neck, shoulders, Eunuchoidism; valvular 


arms, upper trunk. heart disease; polyery- 


thyrocythemia. 


* Lesion persisted until death. 


1 Lesion still present when last examined. 
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ey localized osteolysis or sclerosis. No bone 
ee histology was obtained. | 
E _ Thannhauser* considered the flat xan- 
"thomas manifested by his two patients to 
- be atypical forms of xanthoma disseminatum 
b. and an example of eosinophilic zranuloma 
_ Syndrome—here called histiocytosis X. In 
our opinion the clinical appearance of these 
Dd sheet-like xanthomas is entirely differ- 
EDD: ent. from the well-known xanthoma pal- 
penna xanthoma disseminatum, and the 
-= seborrheic, petechial, or purpuric eruptions 
encountered in histiocytosis X. However, 
Bee Eagdtbreth- Holm et aL,? Bodian,** and 
de others, have described the variegated histo- 
IE . pathological patterns in histiocytosis X, and 
$13 might be contended that the flat xanthoma 
ae a mild form or a near-quiescent phase 
Ks of that protean disorder. 
E ni an attempt to obtain evidence, inde- 


E 
ku. 
mt 
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E eat of a xanthomatous lesion was eed 
m — for sterols. The results (Table 1) show 
ce oe that there is a significant increase in the 
E ethanol- extractible material and total sterol 
Pi in ‘the xanthomatous area, The increase 
a Ue affects particularly the ester fraction, but 
. — also affects proportionately the “fast-acting” 
ing m ~ components of the Libermann-Burchard pro- 
B T cedure. The latter characteristic indicates an 
= imerease in AT-cholestenol, the “lathosterol” 
p (Gr. latho—undetected) which Fieser ?? 
found was commonly associated with cho- 
bp lesterol in material of biological origin. 
E t oLathosterol i is much more reactive chemically 
than cholesterol39 It has been shown to be 
resent in skin, and in particular in se- 


—baceous glands, in higher proportion to 


YS ROS 
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Ba 

"m fe holesterol than is seen in most other tis- 
MM 'sues. 20.97 

(— 7. [t is interesting that the ethanol extract 


Get 
s 


B Suet to have a minimal content of 
.— glycerides in the three skin specimens. This 
may be explained by the fact that the gly- 
— cerides are intimately bound up with the 
- — tissue protein and rendered nonextractible 
— . by the sequence of mechanical shredding 
— . and exposure to ethanol In future estima- 
E tions, preliminary treatment with a col- 
^ lagenase would appear to be indicated. 
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Thus, on our dadn there was a gen- 
increase in skin sterol content 
(cholesterol, esterified cholesterol, latho- 
sterol and nonsterol lipids) within the le- 
sion, but the findings in a simultaneous 
analysis from a male control of the same 
age showed this increase was not marked. 
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These chemical findings do not have im- 


mediate etiological significance, partly be-, 


cause no analyses from comparable lesions 
are recorded. Our findings in this patient 
with flat xanthomatosis do not correspond 
with the general experience in histiocytosis 
X as quoted by Cavanagh.” He states that 
cholesterol compounds form the greatest 


'proportion of the lipids present in the le- 


sions of Hand-Schüller-Christian disease 
(histiocytosis X) and that the lipid content 
of the infiltrating tissue is qualitatively and 
quantitatively related to the fat present nor- 
mally in the particular tissue involved. In 
our analysis the increment affected all lipid 
fractions, the ester fraction slightly more 


so, but there was no disproportionate in- 


crease in cholesterol per se. Skin analyses 
by modern techniques are so infrequent in 
this group of disorders that an apparent 
difference found in a solitary case must be 
accepted with reserve. 

The presence of tiny, but clinically sim- 
ilar lesions in his mother’s eyelids suggests 
a heredofamilial influence which has rarely 
been observed to occur in histiocytosis X. 
The development of the xanthomatous de- 
posits in the recent thoracotomy scar is an 
expression of continued activity of the dis- 
ease process. Such a Kobner-like phe- 
nomenon is not described in histiocytosis 
X; nevertheless, such a finding does not 
necessarily exclude flat xanthomatosis from 
histiocytosis X. 

At the present time, in our opinion, the 
nosological position of the flat xanthomatosis 
must remain undecided. We agree with 
Everett? that the current theories and 
classifications of xanthomas are based too 
narrowly on serum-cholesterol levels. The 
future application of the newer refined 
methods for lipid analysis to the skin lesions 
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must lead to a better understanding of the 
various xanthomatoses, 


Summary 


An eunuchoid patient, aged 24 years, with 
flat xanthomas dating from early childhood, 
is described. Chemical analysis of the lipid 
content of the skin is reported, The litera- 
ture on this group of xanthomas is reviewed. 
Its identity with histiocytosis X is not yet 
established. 


We wish to thank Professor I. G. W. Hill, 
Department of Medicine, under whose care this 
patient was; Dr. J. Kinnear, Department of 


= Dermatology, and Dr. R. P. Cook, Department of 


Biochemistry, for their encouragement and helpful 
criticisms. Dr. W. W. Park did the histological 
reports. The chemical analyses were carried out 
by Miss Sheena K. Bisset, B.Sc.; Miss M. Rae 
Haslock, B.Sc., and by Mr. C. H. Moore, B.Sc. 
Dr. I. A. Loraine generously carried out the 
F.S.H. assay at the Endocrinological Research 
Unit, Edinburgh. 


Department of Medicine, Queen’s College. 
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Advantages and Limitations of Liquid Nitrogen in the - 


Therapy of Skin Lesions 


A. FLETCHER HALL, M.D., Santa Monica, Calif. 


4 


In the past 56 years, local refrigeration 
therapy has been advocated for a great va- 
riety of dermatologic conditions. In 1899, 
Campbell White! recommended liquid air 
in the treatment of such diverse diseases as 
lupus erythematosus (presumably chronic 
discoid), epithelioma, herpes zoster (mak- 
ing the application to the spine in the af- 
fected segment), sciatica, chancroid, buboes, 
erysipelas, and for aborting furuncles and 
carbuncles. 


Pusey * in 1907 introduced “carbon diox- 
ide snow” for the treatment of verrucae, 
“nevi of all sorts,’ and senile keratoses 
“even those showing beginning epithelioma- 
tous degeneration,” although he did “not 
consider it a treatment of choice in epithe- 
lioma." He also used solid carbon dioxide 
in the treatment of lupus erythematosus. 


By 1910, James Gold, using liquid air, 
had trimmed Campbell White’s list down to 
lupus erythematosus and early epithelioma, 
adding tuberculosis verrucosa cutis, and 
with Pusey, vascular nevi, pigmented nevi, 
with and without hairs, and verrucae. 


At the 5lst meeting of the American 
Dermatological Association in Washington 
in May of 1928, Irvine and Turnacliff * 
presented an excellent review of the litera- 
ture on the subject and reported their re- 
sults in the treatment of verrucae, nevi, 
seborrheic and senile keratoses, and lupus 
erythematosus which they felt responded 
much better to therapy with gold salts. They 
reported good results with refrigeration 
treatment of lichen simplex and felt that 
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the vesiculation of herpes zoster and poison - E 
ivy dermatitis was aborted or rapidly im- di 
proved by spraying the refrigerant directly 4 
onto the blisters. These authors found the | m 
application of liquid air or liquid or P 
to be a superior form of treatment of warts, - 
particularly of "the embedded palmar addo P 
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plantar” variety, and warts around and | a 
under the nails; they considered it to be “a 
practically sure, quick and painless" method — 
of treatment of warts, and reported 22 a 
cases, each having from 1 or 2 to 20 or 30 
lesions, with “no complete failures” (3 pa- i 
tients needed a second and 2 needed a third: 
freezing). E 
More recently Kile and Welsh 5 in 1947, ~ 
and Allington ê in 1949, reported on the use. p. 


of liquid oxygen and liquid nitrogen respec- — ES 
tively. The former were favorably im- zi 
pressed with the results of refrigeration — 
treatment of warts, hemangiomas, keratoses, Eo 
leukoplakia, and folliculitis keloidalis, while 2: 
the latter added small keloids to this list but — 
felt that solid carbon dioxide was probably e 
preferable for treatment of hemangiomas E. 
more than a few millimeters thick, and of . a 
discoid lupus erythematosus and granuloma ea 
annulare. K 

Regarding the relative merits of liquid air, 
liquid oxygen, or liquid nitrogen as compared ` 
to solid carbon dioxide, all of the authors Ae 
referred to above (save Campbell White, v3 
who apparently never used solid carbon 
dioxide) indicate a preference for the — | 
liquid refrigerants with the sole exception $ 
of Pusey who defended his “carbon dioxide 
snow" to the end. Gold? stated *As to the 
comparison of liquid air and carbonic acid 
snow, in every respect, when the opportu- 
nity of using both has been given, there is 
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| ome the snow so generally." Pusey * coun- 
- tered, “Liquid air is about twice as cold as 
Sy -carbon dioxide snow ( — 180 C vs. —78.5 C) 
| but I am not sure that this is an advantage 
A in its use as a therapeutic agent. It is pos- 
_ -sible that the effects cannot be so accurately 
= 2 

n 7 Sp far as I have been able to determine, 
Irvine and Turnacliff were the only investi- 
E gators to recommend freezing without pres- 
__ sure, They pointed out that with the 
Ee extremely low temperatures of the liquid 
DR: refrigerants, pressure was not necessary to 
accomplish complete freezing of the lesion, 
"3 id that such freezing was relatively pain- 
NV dem it is only when the freezing extends 
"beyond the borders of the lesion, as happens 
_ when pressure is applied, that relatively 
severe pain is experienced by the patient. 
5 25, Pusey, in his discussion of this paper (21 
Bes : -years after his original paper on carbon 
i dioxide snow) was unimpressed: “To my 
n Od mind, the absence of the necessity of using 
d fe pressure with the liquid oxygen that Dr. 
__ _ Irvine referred to, is not an advantage. As 
. a matter of fact, it has always seemed to 
r | me that one of the chief advantages in the 
| introduction of liquid oxygen and carbon 
_ dioxide snow was that we could freeze under 
E _ pressure and get a relatively deep effect. I am 
! E E kapreised with its (carbon dioxide snow's) 
fs, Esos in some cases of senile keratosis, 
EM senile freckles, and angiomas, except port 
E wine marks; I never thought it a good 
E remedy for epithelioma. For any method of 
De. treatment to convince me o: its adequacy 
^in warts, I want about 10,000 successful 
mf cases.” 

—— The present study was undertaken in an 
attempt to determine in what type of lesion, 
- if any, treatment with the colder liquid 
- —  fefrigerants can be expected to give su- 
-perior results. The temperature (boiling 
point at S.T.P.) of liquid nitrogen is 
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297.3 F ( —1829 C) and of liquid air, a 
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mixture of the two preceding, —312 F (—191 
C); the temperature of solid carbon dioxide 


is — 110 F ( —78.5 C). Liquid nitrogen was 
chosen because of its relative availability, 
as it is used extensively in modern in- 
dustry.* For a period of four years this 
substance has been used in my office and 
for a period of almost two years it has 
been used in a special clinic at the Los 
Angeles County Hospital. The lesions 
treated with this modality included: verrucae 
(flat, plantar, palmar, periungual, subungual, 
and common), x-ray keratoses, senile and 
seborrheic keratoses, Dowen's disease, gran- 
uloma annulare, hypertrophic scars, a few 
pigmented nevi, one pseudomucinous cyst of 
the finger, and many hemangiomas, 

The method of precedure in the treatment of 
such lesions has consisted of applying a cotton- 
tipped applicator of appropriate size, saturated with 
liquid nitrogen, to the lesion, without pressure, 
until all of the liquid has evaporated (a matter of 


a few seconds to a half-minute, depending upon 
the amount of cotton on the applicator and the 


¿vascularity of the lesion); this used applicator 


is then replaced by a freshly soaked one, and this 
process is continued for the prescribed length of 
time deemed appropriate for the particular lesion 
being treated. In our experience, longer periods 
of freezing without pressure have proven superior 
to shorter periods of freezing with pressure, inso- 
far as cosmetic results are concerned. Actual 
freezing times have varied from 30 seconds in the 
case of flat warts and very superficial keratoses 
(senile or seborrheic) to 2 or 3 minutes in cases 
of heavy keloidal scars and hypertrophic or 
cavernous hemangiomas (in neither of which do I 
consider liquid nitrogen the treatment of choice). 


Local procaine infiltration anesthesia can 
be used but has not been, in our series, 
except in exceptional cases where patients 
seemed hypersensitive to pain. Although 
others reporting on treatment with nauena 
gases have ply to its being “practi- 
cally painless” “painless,” I, who have 
used. it desc or myself in the treat- 
ment of x-ray keratoses, cannot agree. While 


* Liquid nitrogen can be obtained from the Linde 
Air Products Co, a division of Union Carbide 
and Carbon Corp, which has branches in most 
cities where much industry is located. A liter 
can be kept in a quart thermos bottle for about 
three days if not unduly agitated. 
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it is true that lesions in some sites such as 
on the trunk and limbs can be treated with 
little discomfort, similar treatment on the 
hands, feet, fingers, and toes is often quite 
painful, particularly around the nails and 
on the fingertips. A severe stinging pain is 
experienced when the lesion is first frozen 
white and hard, but this becomes much less 
severe with continued freezing unless pres- 
“sure is applied with consequent extension 
of the frozen zone. The pain becomes more 
severe again as thawing takes place, and the 
treated area is quite uncomfortable for an 
hour or two thereafter. If the optimal amount 
of freezing has been administered, a blister 
forms under and around the lesion in three 
to six hours; this may contain clear or 
bloody fluid. The patient is instructed to 
drain the blister by the use of -a sterilized 
needle or fine cuticle scissors, repeating the 
procedure if the blister refills, which it may 
do several times during the first 48 hours 
after treatment. After that, the original 
lesion, or part of it, which constitutes the 
vesicle roof, flattens down and remains as 
a protective crust-like roof covering the 
healing surface beneath. Patients are warned 
against removing the lesion-containing vesi- 
cle roof until 2 or 3 weeks later when heal- 
ing will have been complete. During the 
interim, the site of the lesion does not have 
to be bandaged or protected from water or 
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trauma; patients can bathe, play golf, swim, 
etc., without fear of resultant nda 
EAR | 


Reference has just been made to the fact 
that the freezing is accomplished | without | 
pressure. In my opinion, herein lies the ad- 
vantage of the very cold liquefied gases. 
over solid carbon dioxide: with the former, 
a large waft, for instance, can be frozen 
solid and pure white without pressure 
whereas the same degree of freezing using 
the latter, requires enough pressure to ex- 
press the blood from the underlying capil- 
lary bed. Irvine and Turnacliff * also advised. 
against pressure, but apparently only to 
prevent additional pain; I believe that 
freezing without pressure allows us to E 
move a relatively avascular lesion without 
scarring, and that such lesions are the only 
ones in the treatment of which the very 
cold liquefied gases are superior to solid 
carbon dioxide or other treatment modalities. 
This theory is illustrated by reference to 
Figure 1 which shows a section of a com- 
mon wart; its avascular nature contrasts 
sharply with the underlying capillary bed 
of the dermis on which it rests. If this le- 
sion were to be frozen with solid carbon. 
dioxide, the temperature of which is ap- 
proximately ——78.5 C, sufficient pressure 
would be required to render ischemic the 
vascular bed beneath it, in which case the 


65/11 


ARCHIVES OF DERMATOLOGY 


Fig. 2—(a) Group of 
warts on index finger, 
after failure of x-ray and 
radium therapy, and re- 
currence after scalpel ex- 
cision and curettage; (b) 
site of warts four months 
after one liquid nitrogen 
treatment. No recurrence 
in one year. 





latter also becomes frozen and the line of much pressure was exerted for how long, 
dermarcation between wart and normal tis- without reference to the line of demarcation 
sue is obliterated. The location in depth of between abnormal and normal tissue, Some 
the ensuing blister will depend upon how degree of scarring, the severity depending 


Fig. 3—(a) Hyper- 
trophic scar following 
scalpel excision of a 
nevus near the ear lobe: 
(b) flat pliable scar 
eight months after three 
liquid nitrogen treatments. 
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upon two variables, pressure and time, is 
bound to follow destruction of the normal 
underlying dermis. If this lesion were 
treated by freezing with liquid nitrogen, 
whose temperature is approximately — 196 C, 





Fig. 5.—(a) Pigmented 
solar keratosis, showing 
recent biopsy wound in 
anterior upper quadrant; 
(b) site of keratosis four 
months after one liquid 
nitrogen treatment, 


freezing can be accomplished without pres- 
sure, allowing the warm blood in the under- 
lying vascular bed to remain as protection 
against incorporation of the normal dermis 
in the frozen mass; in this case there is only 





Fig. 4—(a) Mosaic, 
type plantar wart after 
failure of x-ray therapy 
and acid; (b) site of 
mosaic wart eight weeks 
after two liquid nitrogen 
treatments, two weeks 
apart. 


one variable, the time of freezing, which 
can be measured and reproduced with ac- 
curacy. Under these circumstances, the 
blister can be located between the avascular 
abnormal tissue which freezes solid, and 





the underlying normal vascular tissue which 
is protected by the warmth of the blood . 
supply; this line of vesiculation may even 
follow irregularities in the undersurface of 
an avascular acanthotic lesion. 


Fig. 6—(a) Bowenoid 
carcinomas on dorsum of 
index finger, recurrent 
after solid COs, curettage, 
electrocautery, and fail- 
ure of months of treat- 
ment with Thorium X; 
(b) site of Bowenoid 
carcinomas six months 
after two liquid nitrogen 
treatments. No recurrence 
in four years, 
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ex: 

be. Fig. 7.—(a) Pigmented 
e: 

£ “epidermal nevus on nose; 
z 


` clinically identical lesion 
on cheek was biopsied. 
(b) Site of nevus three 
~~ years after one liquid 
-.. mitrogen treatment; tiny 
PES freckle-like residuum 
— -marks the site. 


This theory was well borne out by our 
clinical experiences with liquid nitrogen: it 


n5 
TEM T T 
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E -was found that warts of all kinds, x-ray 
oo keratoses, and other lesions composed of 
fe “an avascular keratotic mass, could be reg- 
E ularly removed without scarring. This ad- 
a vantage over other treatment modalities was 
E particularly evident in cases of warts and 
- . x-ray keratoses on the palms and fingers, 
Ux. ~ especially around and under the nails where 
m scarring and deformity are the rule follow- 
“ing other modalities of treatment (except 
- — x-ray and radium in the case of warts). In 


DE 
g 
w 


our series of cases, the percentage of cures 


T 

Y. of warts and x-ray keratoses was much 
Es higher than we had ever experienced with 
*- "any other method of treatment; many cases 
Aa were cured after x-ray treatment, curettage 
cR and desiccation, surgical excision, Thorium 
X, and other modalities had failed. In four 
"years in my office and two years in the 
E clinic of the Los Angeles County Hospital, 
E treating all warts (except plantar warts, 
Be flat warts, and condylomata acuminata) 
E routinely with liquid nitrogen, I am aware 
*- of only four failures and six recurrences 
=. after apparent cure. The vast majority re- 


quired only one treatment per wart (or 
keratosis), and I would estimate that no 
more than 596 required a second treatment 
while 2% required a third. 

Senile and seborrheic keratoses, which 
again present an avascular keratotic and 
acanthotic mass, were equally satisfactorily 
© treated with liquid nitrogen without pres- 
sure and with minimal scarring; but rela- 
tively few were treated by this method 
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because other satisfactory treatment modal- 
ities are available. 

Two cases of Bowen's disease were treated 
with excellent results, without scarring. One, 
on the neck of a woman, had not beem 
previously treated, while the other, which 
involved several fingers and followed long 
after arsenic ingestion, had resisted very 
numerous treatments with Thorium X and 
had recurred promptly after curettage and 
fulguration, 

Theoretically, hypertrophic or keloidal 
scars should respond well to freezing with 
liquid nitrogen, but in our experience their 
response was unpredictable and on the whole 
unsatisfactory. In general, small young 
hypertrophic scars such as those following 
varicella or the treatment of warts and nevi 
by electrodesiccation, responded well, but 
older linear keloidal scars from knife wounds 
and surgical incisions responded poorly. No 
case of hypertrophic scar or keloid due to 
the use of liquefied gases has been reported 
and none was observed by me. 

Several cases of granuloma annulare were 
treated with liquid nitrogen, all responding 
well, though with slight atrophic scarring, 
and some recurring. 


In spite of the fact that earlier workers 
with refrigerating agents reported good re- 
sults in the treatment of nevi, only three 
cases of flat pigmented epidermal nevi were 
treated by me; these were all located on the 
nose where surgical excision is difficult and 
electrodesiccation leaves rather prominent 
scarring. All three obtained an excellent 
result with either barely discernible or no 


Vol. 82, July, 1960 





ir 


LIQUID NITROGEN THERAPY , 


scarring, the follicular orifices remaining 
undisturbed. Although no keratotic or other 
avascular mass was present, the lesion could 
be frozen without expressing the blood from 


the underlying dermis with resulting scar- 


ring: 

One pseudomucinous or synovial cyst dis- 
appeared completely after two treatments 
with liquid nitrogen, whereas it had not 
responded to three x-ray treatments of 300 r 
each and two injections with hydrocortisone 
suspension. 

Four chronic plaques of discoid lupus 
erythematosus (in three patients) healed 
after one freezing with liquid nitrogen al- 
though they resisted chloroquine and intra- 
venous gold therapy. 

Regarding the treatment of hemangiomas, 
it must be said that they are in a class by 


themselves as to vascularity and our ad- 


monition against pressure with the freezing 
does not hold. Because of their vascularity, 
adequate freezing, even with liquid nitrogen, 
cannot be accomplished without pressure 
except in the most superficial lesions. In 
our experience, really good results were 
obtained only in those superficial capillary 
hemangiomas which could be frozen with- 
out pressure. The results in those which 
required pressure were no better than could 
have been attained by the use of solid 
carbon dioxide, and in many cases not as 
good because pressure can be applied more 
readily with the latter than with liquid on 
a cotton applicator. 


Conclusion 


The very cold liquefied gases, in our ex- 
perience liquid nitrogen, provide a superior 
method of treatment for lesions which con- 
sist primarily of an avascular keratotic 
acanthotic mass resting upon a normally 
vascular bed. Such lesions can be frozen 
without pressure (which is not the case 
when solid carbon dioxide is used) so that 
the underlying normal vascular bed is not 
frozen, and the line of vesiculation appears 
between the lesion and the normal under- 
lying tissue; this accomplishment is followed 
by little or no scarring, in contrast to the 
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sequelae of freezing the underlying 1 nor mal S. 
tissue along with the lesion, such as occu rs 
when the freezing is Soopan by pres- — 
sure, 5 E E 
Lesions which qualify as particularly E 
propriate for treatment with liquefied gases 
are, in order of preference, (1) warts, par 
ticularly on the hands and fingers, especiall — 
around and under the nails; (2) x-ray 
keratoses on the hands and fingers; G) 3 
senile and seborrheic keratoses. | 
Lesions which respond well in "- a 
cases include: (1) Bowen’s disease; (2) E. 
small recent hypertrophic scars (large older - 
lesions are unpredictable); (3) granilon y 
annulare; (4) chronic plaques of discoid | xs 
lupus erythematosus; (5) pigmented nevi, ^ * 
and (6) pseudomucinous or synovial heh at 
at finger joints. 
While small superficial heads E 
spond well, it is felt that liquefied gas qs 


omas in general. 


Addendum 


dr T 


originally made from the 2X 2-inch wu 2 
transparencies with which the paper was - 

illustrated at the time of its presentation, .— 
were not of good enough quality for pub d 
lication. The black-and-white prints used in Es 
the illustration of the paper as now pub- x | 


used were made from Kodacolor nega 


parencies. | 
Since this paper was written, the athens 
has come to use liquid nitrogen exclusives 4 
in the treatment of solar keratoses, as he 43 
has come to consider it far superior to any T È 
other method of treatment; when applied- TR 
without pressure it practically never gives . 
rise to scarring, and the healing period is. E 
practically devoid of discomfort and incon- 
venience. During this period, the failure - bes 
and recurrence rate with regard to large and ~ 1 
periungual warts has proved to be somewhat - 
less favorable than indicated in the body of. E 
this paper, but liquid nitrogen is still con- 
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Cholinesterase Nevus: Cholinesterases in Pigmented | 


Tumors of the Skin 


R. K. WINKELMANN, M.D., Rochester, Minn. 


One of the enigmas of modern cytology 
is the nevus cell. Its origin has been vari- 
ously claimed to be from melanocytes,’ 
from epidermal cells? and from nerve cells,’ 
and each source has been hotly debated. It 
has been thought to grow up into the skin * 
and also to form by "abtropfung" ? from 
the epidermis down into the dermis. Almost 
no information is available as to its actual 
nature—that is, its vital metabolites and the 
features that distinguish it from other cells. 
No facts about the nature of its cytoplasm 
are documented. I wish to present detailed 
observations about one facet of nevus cells 
which appears to be unusual, specific, and 
perhaps capable of interpretation. 


Methods 


In the cholinesterase technic of Gomori, as 
modified for use in human skin, pigmented tumors 
of the skin®? were excised and placed in cold 
1096 formalin in 0.996 saline solution. Fifteen 
dermal nevi, five junctional nevi, two neuroepi- 
thelial nevi, two blue nevi, and one primary and 
one metastatic melanoma were studied. Fixation 
was accomplished in 3 to 4 hours at 5 C. Fifty 
sections were cut by means of a freezing microtome 
and incubated for four hours. Substrate and 
water controls were used. The water control was 
used to determine the amount of original melanin 
pigmentation and to compare the amount of pig- 
mentation before the reaction with that after the 
reaction. Sections stained with hematoxylin and 
eosin were used for purposes of routine histologic 
survey. Acetylthiocholine and butyrylthiocholine 
were added to the stock substrate solution. Inhibi- 
tors were added directly to the substrate for 
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incubation. Inhibitors used were 10°M solu- 
tion of diisopropylfluorophosphate (DFP); 10?M . of 
solution of eserine; and 10M solution of ioe fare A 
methyl carbamate of (2-hydroxy-5- phenylbenzyl)- EN 
trimethylammonium bromide (NU-683). NU-683 — 
gave superior results under the conditions of D. 
the method, and after the initial series of - des 
studies it became the sole inhibitor used during es. 
the course of the experiment. The type of en- ` A i 
zymatic reaction was determined by use of the 
two substrates and the specific inhibitor. Both € p 
specific and nonspecific enzymes react with | 
acetylthiocholine. Only nonspecific cholinesterase 
reacts with butyrylthiocholine. Both diisopropyl- < 
fluorophosphate and NU-683 inhibit nonspecific 
cholinesterase activity at the concentrations men- gi ; 
tioned and are without effect on acetylcholin- — 
esterase.’ 


Results 


Dermal Nevi.—All nevi with pr p 
nantly dermal components, and particu ivi 
those without evident junctional eomipo- ^: 
nents, showed nonspecific cholinesterase ac- 
tivity in some regions of the nevi. The ‘ise pe ^ 4 
of NU-683 and diisoprop Ifluoroph phate Td A 
inhibited this reaction. When acetylthio- - 
choline was used as a substrate, a much | 
weaker reaction was produced than shit 
butyrylthiocholine was used. These data  - 24 
indicate the absence of acetylcholinesterase. ^. 


The cytoplasm of some cells associated 
with the nevi demonstrated cholinesterase . EN 
activity. The lack of uniform reaction in ~ 
nevus cells is shown in Figure 1. At this 
low power it is possible to see that in some 
instances the enzyme reactivity creates an 
arciform pattern in the nevus. In Figure 2 
such an arciform appearance is emphasized, 
and it is possible also to see that the re- 
action occurs in the cytoplasm. It is ap- 
parent that some cells in nevi not recognized 
by routine histologic procedures have this 
enzymatic reaction. 
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Fig. 1—Patchy distribu- 
tion of nonspecific cholin- 
esterase activity in a dermal 
nevus. Note that only cer- 
tain masses of cells have 
positive reaction and in 
some instances the reactivity 
is limited to a single cel 


(X 55). 





Fig. 3—Dermal nevus 
with cholinesterase activity 
at its base and mild melanin 
pigmentation at the surface 


(X 35). 





Fig. 2.—Cholinesterase re- 
activity in a dermal nevus 
showing the arciform qual- 
ity of many of the reactive 
zones. Note, also, individual 
cells with reactivity at the 
lower right ( 360). 





CHOLINESTERASE NEVUS 





The positive reaction to the enzyme is 
found at the base or heart of the nevus, as 
readily observed in Figure 3. Pigment cells 
are seen toward the surface of the nevus, 
and enzymatic activity is present in the 
center of the base of the nevus. This gen- 
eral pattern was observed in all similar nevi 
studied. 

No relationship of the nonspecific cholin- 
esterase activity in the nevus to similar ac- 
tivity in other structures of the dermis was 
seen. Nerve tissue delineated by the en- 
zyme reaction stood out clearly and was 
separated from the reactive and nonreactive 
nevus cells. There was no possibility. of 


Fig. 5.—Same  neuroepi- 
thelial nevus as shown in 
Figure 4. The lames foliacees 
and neuroid tube develop- 
ment is present (Hema- 
stain; 


toxylin and eosin 


X SS); 


Fig. 4.— Neuroepithelial 
nevus showing marked non- 
specific cholinesterase activ- 
ity in all cell masses (X 50). 


confusing a diffusion artifact with the en- 
zyme activity associated with the nevus. 
No other structures such as hair follicles, 
arrectores pilorum or nerve end-organs 
showed special relationship to the areas of 
reaction in the nevus. 

The neuroepithelial nevus is a special 
form of dermal nevus in which peculiar 
neurofibromatous and neuroid structures are 
present. The neuroepithelial nevi studied 
showed massive nonspecific cholinesterase 
reactivity (Fig. 4 and 5). The intensity 
of the response of this nevus is in marked 
contrast to the reaction seen in other dermal 
nevi. The entire nevus shows enzymatic 
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ht. Fig. 6.—Nonspecific cho- 

P “linesterase activity in a 

R^ junctional nevus. The 

—— masses of junctional cells 

"^. are negative. The arrectores 

e pilorum are intensely black 

— - and the epidermis showed 

*- melanin pigmentary changes. 

E - Melanophores are visible in 

"T — the superficial dermis. Time 

d of incubation was 20 hours, 

e — which accounts for the dark 

— staining of the arrectores 

^—- muscle (X 100). 

ELEC 

e. 

f . activity. Although it is clearly separated 
— from the epidermis, the masses of activity 
© reach almost to the dermal epidermal junc- 
tion. 

Ee Junctional Nevi.—Nonspecific cholines- 
| terase activity was not associated with ac- 
—— tivity in junctional tissue in or near the 
EP : è . ` 
epidermis: In the nevi which showed ac- 
vag tivity mainly or only in junctional compo 
E nents, the esterase activity was never 
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- demonstrated. In compound nevi which had 
deep dermal elements, 
. esterase activity was demonstrated in inter- 


some nonspecific 
mittent fashion. The lack of reaction in 
the masses of junctional tissue and the in- 
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tense reaction of the arrectores pilorum of 
the dermis are apparent in Figure 6. The 
incubation was allowed to continue for 20 
hours in this instance so as to give ample 
opportunity for esterase activity of the 
junctional masses to evince itself. 

In junctional tissue of two nevi from the 
foot the Meissner corpuscles showed a 
strong reaction, but reaction in the junc- 
tional masses was completely negative 
(Fig. 7). The Meissner corpuscle is not 
anatomically disturbed by activity in junc- 
tional tissue and the intense reactivity of 
the enzyme in this structure is normal. In 
Figure 8 the nerve supply to a Meissner 


Fig. 7—A Meissner cor- 
puscle in a junctional nevus 


from the foot. Note the 
dense nonspecific  cholin- 
esterase activity of the 


Meissner corpuscles and 
the lack of reaction in the 
junctional nevus. The nevus 
cells are brown because of 
melanin pigmentation (X 


180). 
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Fig. 8.— Frozen- <a 3 
silver method showing 
nerve passing over the | 
junctional cell masses HE 
reach a Meissner corpuscle. — we. 
Specimen from human foot x 

e (X 200). 
corpuscle is observed coursing indifferently present and definitely nonreactive. No rela- — — 

w over the surface of a mass of junctional tionship to nerve structure of the dermis 
cells. was seen. e 

Melanoma.—A metastatic melanoma in » 
Comment S: 
a lymph node and a primary melanoma of | 
the skin were studied. The cells of the ma- The nevus cells have resisted all routine zi M 
lignant melanoma did not show cholinester- histologic procedures aimed at their chemi- - 
ase activity. The nerves between the cells cal characterization. Little can be said of | 
reacted in the usual fashion. The water their nature from the manner in which they 
control sections for melanin pigment did not take acid or basic dyes or their reactions to - 
show an increase in color occurring. Not Special stains. For the first time this reac- — 
all cells of the melanoma were filled with tion of an enzyme appears to delineate a 
pigment, and it was easily determined that Special type of nevus cell and to indicate) 
enzymatic activity was absent. The marked that nevi may have various types of enzy- E 
pigmentation of the melanoma cells con-  matic functions. | 
trasted with the evident lack of reaction for It must be emphasized that no apparent 
cholinesterase. _ relationship exists between this enzymatic ^. 
Blue Nevus.—The blue nevi did not reaction and the tyrosinase-pigmenting re- 
show cholinesterase activity. No nevus cells action. Pigmentation is found at a super- 

E i a . ° e . . . e4 "4 
were associated with the blue nevi as in the ficial level in most pigmented nevi, while 
cellular blue nevus, but the characteristic nonspecific cholinesterase activity is found 
blue nevus cells with bipolar processes were deep in the masses of dermal cells. Tyro- 

| Comparison Between the Cholinesterase Nevus and Junctional Nevus 
< 
Reaction 
a M ntt AS 
To Nonspecific 
Nevus Color Shape Onset To Tyrosinase Cholinesterase 
Junctional Dark brown Flat macule Youth + 0 
to black or papule 
Cholinesterase Light brown Papillomatous Late in life 0 sh 
to flesh color 

F | Ic ——————————— ee a eee LN a eee ee Le! 0l 
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- sinase activity has not been demonstrated 

: d chemically or histochemically in dermal cells 

of nevi? Pigmented nevi may show cho- 

5 .linesterase activity, but apparently this ac- 

tivity does not occur in cells containing 
melanin. 

The cholinesterase activity has an inverse 

. relationship to malignant disease of the pig- 

Nn ment cell. The junctional cells which show 





E à. A not possess cholinesterase. Therefore, a 
E. positive nonspecific cholinesterase reaction 
Es: - would seem to indicate a more benign course 
"- “of a lesion. This supposition is supported 
“a also by correlation of the enzyme reactivity 
^— with the papillomatous, dermal nevus whose 
=~ benign course is well recognized. 

Ne - The question of the relationship of the 
- nevus cell to dermal nerve tissue is again 
p by observation of the pseudocholin- 
esterase reaction in the nevus cell. Such 
; D. cells formed from masses of junctional 
E ^ cells, do not possess this reaction and con- 
^. bc sequently would be excluded from consid- 
Masson? has always postulated 
y. | that nerve tissue participates in the forma- 
E. - tion of some nevus elements. The cholin- 
E esterase reaction deep in the dermal cells 
= of the nevus supports this postulation, yet 
no specific anatomic relationship between 
E. the nerve tissue and the masses of nevus 
us c cells was observed. Such a ex rna 
UU. should exist if this enzyme reactivity 1 
~ more than a coincidence. 

- The common enzyme reaction of the 
de . Meissner corpuscle and the neuroepithelial 
x - nevus with its lames foliacees and neuroid 
me po tubes is an additional point to be consid- 
~ ered. I have not found nerve axoplasm 
~ within the neuroepithelial nevus as did 
Montgomery and Kernohan 10 and have 
^. concluded that the neuroepithelial nevus is 
eU made up of perineural tissue if it is of 
- meural origin. The fact that the neuroepi- 
- thelial nevus has the most intense cholin- 
E esterase reaction is the strongest single 
Eh point of evidence for its neural origin. Also 
— it develops late in life. These observations 
— have caused me to speculate as to whether 


E ^ 
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the nevus which shows cholinesterase ac- 
tivity 1s a separate type of nevus that de- 
velops in aging skin. 


The correlation between the site of 
a-esterases and the site of nonspecific cho- 
linesterases in rat “tissue is remarkable.” 
a-Esterase is found in the Meissner cor- 
puscle as in nonspecific cholinesterase.? If 
the nonspecific cholinesterase reactions are 
allowed to proceed for a time, a definite 
diffusion of the reaction occurs. It is found 
about the sebaceous glands which are a site 
of a-esterase activity. It is possible to pos- 
tulate that other esterases may be present 
in nevus cells, and it is possible that an 
esterase of unusually bread substrate reac- 
tivity is producing the pesitive reaction ob- 
served. Kopf!* noted alkaline phosphate 
in one dermal nevus. Urtil further charac- 
terization of the substrate spectrum has 
been obtained, final condusions cannot be 
drawn. 


It appears useful to delineate a separate 
form of nevus based on caolinesterase reac- 
tion. The junctional nevus is compared 
with the cholinesterase nevus in the accom- 
panying table. When questioned closely, 
patients will remember a later date of ap- 
pearance of the esterase nevus. The clinical 
findings and enzyme reaction would justify 
such a separation. 


Summary 


Nonspecific cholinesterase activity has 
been found in some pizmented tumors. 
This reactivity is associated with certain 
dermal cells of nevi, and is demonstrated 
most intensely in the neuroepithelial nevi. 
There is no relation to -unctional tissue, 
melanoma cells, or blue revus cells. The 
reaction is not associated anatomically with 
the reaction in dermal ne-ve networks or 
other structures. In general, an inverse 
relationship to pigmentation and to malig- 
nant potential has been observed. It seems 
useful to use this reaction to define a be- 
nign, papillomatous nevus zppearing late in 
life which is nonspecific cholinesterase-pos- 
itive. 


Yol. 82, July, 1960 
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E 

P The purpose of this paper is to review 


. and integrate recent findings relative to 
3 pyeical therapy in the related fields of cuta- 
|J... neous physiology and pharmacology. Many 
TE new findings and concepts have appeared 
E n the last few years, and it is necessary 
to assemble all of these important compo- 
: _ nents in order to achieve a clear perspective 










p in understanding the effects that 
BA. may be produced by topical preparations. 
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This amphoteric protein is hygroscopic 
~ and softens when it contains sufficient water. 
r This water diffuses from the stratum muco- 
sum, and water may be taken up from the 
atmosphere under certain conditions. 
^. sweat that accumulates after application of 
an occlusive vehicle is also imbibed. Blank! 
-— has demonstrated that detached callus be- 
comes pliable at a relative humidity of about 
ty 6096. Below this figure the cornified epi- 
.—  thelium must become increasingly dependent 
—. on water diffusion from below. As the rela- 
= tive humidity becomes lower, there is an 
increasingly sharp gradient of hydration 
-. between inner and outer portions of the 
stratum corneum. Blank appears to doubt 
that this gradient is purely a function of 
the thickness of the stratum corneum and 


» ay fies 
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F actors Determining the Skin-Drug-Vehicle 


suggests that there may be qualitative dif- 
ferences in cornified tissue from different 
body areas (e.g., sole and abdomen). This 
hypothesis is based on observed differences 
in water barrier efficiency per unit thickness 
in different areas. 

For purposes of discussion the stratum 
corneum may be arbitrarily divided into an 
“inner” layer and an “outer” layer. That 
the “outer” layer binds water less efficiently 
may be physiological, or partly the result of 
trauma, repeated hydration and dehydration, 
and/or contact with ionic soaps. The 
marked difference in proportion between 
these two hypothetical types of keratin in 
different body areas may be part of the 
explanation of the marked differences in 
water barrier efficiency. With abdominal 
skin, the proportion of the two types is 
roughly equal, while “outer” keratin com- 
prises 90% of the total thickness of the sole. 
However, there is no entirely satisfactory 
answer at present. 


The findings of Monash and Harvey 
Blank” and Monash? are important con- 
tributions to the study of the function of 
the stratum corneum. They demonstrated 
that the inner two-thirds of the stratum 
corneum constitutes the main barrier to 
water loss, and that the outer one-half to 
two-thirds of the stratum corneum is the 
main barrier to percutaneous penetration. 

Rothman * has explained some aspects of 
percutaneous penetration by assuming that 
a "barrier" located at the base of the strat- 
um corneum is negatively charged, passing 
cations and repelling anions. Electrical neu- 
trality is maintained by the existence of a 
positive charge on the outer stratum cor- 





SKIN-DRUG-VEHICLE RELATIONSHIP 


neum, 
itself. 


Since this "barrier" has been relocated 
in the outer stratum corneum, this concept 
must be modified. The “barrier” itself be- 
haves like a true semipermeable membrane, 
exhibiting strong negative absorption to- 
ward certain substances. Hydration of this 
membrane appears to increase the rate of 
passage of all substances which penetrate 
the skin. This hydration may vary from 
physiological to a nonphysiological degree 
of maceration under occlusive vehicles. 
Generally, drugs possessing a dual solubility 
in both oil and water are most strongly 
absorbed on the membrane under physio- 
logical conditions. These drugs appear to 
require the least hydration of the barrier 
for percutaneous penetration, followed by 
drugs soluble only in water. Drugs insolu- 
ble in water (including those soluble in oil) 
appear to require the greatest hydration of 
the stratum corneum in order to penetrate. 
Hydration presumably increases the size of 
the "pores" in the membrane. A good work- 
ing hypothesis might be to consider the 
"outer" stratum corneum as a semisolid 
acid, which ejects protons absorbed on the 
surface, and itself becomes negatively 
charged relative to the surrounding posi- 
tively charged solution. 


There can be little doubt that drugs which 
penetrate the stratum corneum do so most 
easily at the follicular ostia, where the 
"outer" keratin is thinned. Penetration also 
proceeds at a slower rate through skin areas 
with a thicker layer of “outer” keratin, 
being drastically reduced through the palms 
and soles, which have no follicular ostia and 
tremendously thick “outer” keratin. All 
drugs, regardless of solubility, penetrate 
the skin in exactly the same manner and by 
the same route. The vehicle employed may 
influence site of penetration to some extent. 
For instance, petrolatum, having a high 
surface tension with regard to sweat, may 
plug the follicles and delay their hydration. 
Penetration through the follicles would, 
therefore, be delayed. 


including the surface of the skin 


Shelmire 




































ie 5: x 
Intrinsic Lipid and Water-Soluble | AC. E * 


Substances of the Stratum Corneum | M 


ET 


In any discussion of the structure and d 
function of the stratum corneum, considera- E 
tion must be given to the lipid and water- 
soluble components, since their alteration i ds. 
thought to change in several respects the © E 
physiology of the stratum corneum itself. | dd 

Let us consider first the intrinsic lipid | 
that is present in the stratum corneum as 
result of keratinization. There are certain 
experimental observations that allow us to 
speculate on its possible function. 

Blank ë has demonstrated that callus tis- — 
sue extracted with a polar solvent is less | yh 
flexible than unextracted callus at the same - X : 
temperature and relative humidity, even 
though the extracted callus holds more E 
water. Blank felt that this extraction of — 
lipid exposed hydrophilic groups which . 
were instrumental in the water-binding — 
ability of the stratum corneum. He further - 
showed that water extraction of a callus - 
previously treated with a polar solvent re 
moved much water-soluble material. After. 
this double extraction, the callus was rid a 
only less flexible but held less water than - is 
a control callus at any given temperature - : 
and relative humidity. à aa 

It has also been shown by Blank * that ADS 
aqueous solutions of soaps and detergents” 3 A 
are capable of removing both lipid sand “4 
water-soluble material from the stratum 
corneum. pe: 

As to the effect on the “inner” keratin 
or barrier to water diffusion, both Blank — | 
and Mali? agree that ether extraction of — — 
isolated epidermis greatly increases the rate — Es 
of water diffusion. Therefore, water is lost — 
faster from the stratum corneum. The com- _ 
position of epidermal lipid has recently been 
reported in a very comprehensive study by 
Reinertson and Wheatley.’ They also found 
that total lipid (measured as per cent dry 
weight of the total epidermis) was greatly 
reduced in plantar skin. Since the major 
difference between plantar and other skin is 
the proportion of “outer” keratin, this sug- 
gests that most of the intrinsic epidermal 
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a = Eid: is concentrated in the “inner” keratin. 


"This probably contributes to the predomi- 
nance of this zone as the major barrier to 
transepidermal water loss. ' 


L4 


Sebaceous Lipid 


Although the composition of sebaceous 
lipid has been thoroughly studied, its exact 
functions remain in doubt. It exists on dry 


. skin as a multimolecular layer and spreads 
rapidly over wet skin as a lens-monolayer 
i system.? As might be expected, it can be 


ete timentally shown that sebum will re- 
| tard the loss of water from callus tissue. 
- If two calluses of equal area are hydrated, 
and one covered with a film of sebum, the 
 sebum-covered callus will remain pliable 


E long after the control has become brittle. 


- Although sebum can decrease water loss, it 


B probably is of little significance until the 





ke 


3 vapor pressure of the stratum corneum falls 
| toa rather low level. 


The effectiveness of 


3 be proportional to its thickness, which is 
EN never regular, due to the skin surface sulci 
— and ridges. In cold weather, when a sebum 


— layer would be most beneficial, distribution 


= is further handicapped by an increase in 
P viscosity. 


Contrary to tradition, sebum probably 


) : = does not emulsify with sweat to any extent 
. under physiological conditions, although it 
-— will emulsify sweat under artificial condi- 


M. 
v 





— tions of prolonged high humidity. 


Sebum is not thought to penetrate the 


stratum corneum to any depth and functions 


primarily as a surface layer. The above cited 
work of Reinertson and Wheatley provides 
further confirmation of this. They found 
that the odd numbered and branched acids 
-found in sebaceous lipid were not present 


a in lipid extracted from the stratum corneum. 


One would expect these fatty acids to be 
found as unavoidable contaminants if seba- 
ceous lipid penetrated the stratum corneum 
to any extent. 


Sebaceous lipid will not disperse in water 
and probably forms large irregular lenses 
mixed with sweat under occlusive vehicles. 
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* Vehicles and the Skin Surface 


The degree of kydration induced in the 
stratum corneum is one of the most impor- 
tant characteristics of a vehicle or other 
therapeutic preparation. Films of equal 
thickness vary tremendously in this capac- 
ity, of course. Let us examine the basic 
types of vehicles in order of increasing 
permeability to water vapor, 
course, means a decreasing degree of equi- 
librium hydration induced in the stratum 
corneum. 


Greases and oils are the most occlusive 
vehicles and induce the greatest hydration 
through sweat accumulation at the skin ve- 
hicle interface. Adding a surfactant which 
is balanced in favor of the lipophilic por- 
tion of the molecule produces a preparation 
capable of emulsifying water as the internal 
phase, a water-in-oil emulsion. These prep- 
arations are somewhat less occlusive than 
greases. If a more hydrophilic surfactant 
is added to the oil and/or the water/oil 
ratio is increased, the emulsion inverts and 
an oil-in-water emulsion is produced. 


Considered as a group, the oil-in-water 
emulsions show the most variation in per- 
meability to water vapor, since there are 
more possibilities for variations in formula. 
The basic minimum ingredients of an oil-in- 
water emulsion are: (1) oil; (2) surfac- 
tant; (3) water. 


I 1° have previously shown that this mini- 
mum combination, using a liquid oil, will 
not produce a film of maximum water- 
retaining capacity. A fourth substance must 
be added for maximum effect, usually one 
of the long chain saturated alcohols, esters, 
or acids. 


An oil-in-water emulsion tends to invert 
as its outer aqueous phase evaporates, and 
the final state may be considered as a con- 
tinuous oil film, containing other dissolved 
or suspended substances. Since some water 
or sweat is present at the skin-vehicle inter- 
face, the oil probably tends to break into 
lenses, rather than forming a continuous 
film. The long-chain alcohols, acids, and 
esters, dissolved in the oil, in some way 
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counteract this tendency. They probably 
accomplish this by increasing the viscosity 
and cohesion of the oil film, and also its 
adhesion to the water surface. Those oil- 
miscible acids, alcohols, and esters which 
are effective in maintaining a continuous 
oil film are also capable of forming rigid, 
poorly-compressible monolayers on a water 
surface. These monolayers inhibit the evap- 
oration of water in direct proportion to the 
degree of rigidity of the monolayer." 


Substances which give highly expanded 
monolayers do not inhibit the evaporation 
of water to any extent. Examples of this 
type of compound include cholesterol, the 


partial esters of glycerol, and many other 


common pharmaceutical ingredients. These 
compounds, although more surface active, 
produce less effect on the water-retaining 
ability of the oil film. However, those com- 
pounds which are oil-miscible and have high 
melting points appear to give more efficient 
films. 


No differences are noted on the substitu- 
tion in emulsion formulae of highly water- 
soluble surfactants, unless the percentage 
used is high enough to interfere with inver- 
sion. This is probably explained by the fact 
that these surfactants would be suspended 


.in the oil film and not in solution. 


The continuity of this final film may 
also be interfered with by the addition of 
nonvolatile water-miscible substances. Ex- 
amples include glycerine, the polyethylene 
glycols, and gums. If present in a substan- 
tial percentage, these substances probably 
act by interfering with inversion of the 
emulsion. It has been shown that these 
"humectants" will decrease the rate of water 
loss from the vehicle itself (but not from 
the stratum corneum) and prevent crust 
formation in oil-in-water emulsions.!? This 
may be esthetically desirable, but the notion 
that these substances increase the water 


content of the stratum corneum should be 


discarded. Their inclusion actually inhibits 
the formation of a continuous oil film. 


An interesting study that has bearing on 
this subject was recently reported by Pow- 
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ers and Fox. They tested a M o o£ (2d 
individual compounds as to their effect on — d 
the rate of water loss from the skin surface, - jo. 
Glycerine and propylene glycol were found * D. 
actually to increase the rate of water loss at E 

lower relative humidities. Certain of the ^ 
water-soluble polyoxyethylene esters wo 
ethers also did this. The esters and ethers 
referred to are nonionic surfactants, usually 
employed in very small amounts. Substan- 
tial amounts of these agents, however, ma; 
interfere with the formation of a g 
water- retaining film. The advantages of | 
these nonionic surfactants, however, far 4 
outweigh the disadvantages, since they are 
not thought to denature protein as do the - » 
anionic surfactants. In closing the subject - 3 : 
of oil-in-water emulsions, it is paradoxical | | 
that vehicles containing these “humectant” y 
substances will themselves dry out less rap- . Ev 
idly but actually form a less efficient water- > - e 
retaining film than those preparations E 
excluding them. a 


Aqueous vehicles refer to those gels, sols, - 
and suspensions containing only a small i 
percentage of nonwater-soluble material. — 
Certain of the oil-in-water emulsions may 
show similar physical characteristics. Man M 
of this group, such as the shake lotions, 
contain hydrophobic or hydrophilic pow- E 
ders. These vehicles hydrate the skin | E 
briefly but do not maintain hydration after E ; 
the aqueous phase evaporates. itd 


D D 


AE 


Hydrophilic 
powders increase the rate of evaporation | IM 
from the skin by increasing the surface ^. 
area. Hydrophobic powders probably can- 
not retain moisture because they form a - s 
discontinuous film. All powders probably ` 
tend to interfere with the continuity of oil ~~ 
films, and in this manner probably de- 
crease the occlusive effect of any vehicle in — 
which they are used. i 

The last general category of vehicles is 
the nonvolatile water-miscible group, the 
classic example being the polyethylene gly- ^. 
cols or Carbowaxes. They do not originally 
wet the skin and do not retard the evapora- 
tion of water from the stratum corneum, 
unless, possibly when applied as a very 
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thick film under certain atmospheric condi- 
tions. 

In discussing the hydration induced by 
vehicles the initial hydration and the hydra- 


=- tion when equilibrium has been established 
. must both be considered. The nonvolatile 


water-miscible vehicles produce the least 
change in hydration from the time they are 
applied until equilibrium. The water-con- 
taining vehicles wet the skin initially, but 
the degree of hydration decreases as the 
aqueous phase evaporates. Of the vehicles 
containing water, the aqueous vehicles main- 
tain the least, and water-in-oil emulsions 


maintain the greatest hydration when equi- 
librium is reached. The oil-in-water emul- 


sions would occupy an intermediate position. 
This loss of water phase may also produce 
secondary changes in concentration of a 
drug in the vehicle, or solubility of a drug 
in the vehicle. These problems may be 
avoided in some instances by the use of 


anhydrous emulsion bases, which would 


reach their final equilibrium rather quickly. 


Greases, of course, do not wet the skin 
initially but produce a steady increase in 
degree of hydration as moisture is trapped 
under the vehicle and, of course, the greatest 
degree of equilibrium hydration. 


Physicodynamics of Vehicles and Drugs 


A large percentage of topical prepara- 
tions are used solely for their physical effect 
on the ski surface, the most important 
being the control of hydration. Others are 
used as vehicles, and their primary function 
is to deliver an incorporated drug to a 
certain portion of the skin at a specified 
rate. Let us consider the effect of the ve- 
hicle on drug diffusion and penetration with 
regard to normal skin. 


There are quite a number of factors to 
consider in this rather complicated skin- 
drug-vehicle in relationship, all interacting 
to achieve the aforementioned purpose. 
They are: (1) area to which the vehicle is 
applied, the primary consideration being 
thickness of the "outer" keratin and sweat 
glands per unit area; (2) type of covering 
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or bandaging over the vehicle, most impor- 
tant when using water-miscible vehicles; 
(3) hydration of the stratum corneum in- 
duced by the vehicle; (4) specific rate of 
penetration of the drvg itself; (5) solu- 
bility of the drug in the vehicle or its ex- 
ternal phase; (6) concentration of the drug 
in the vehicle; (7) lergth of time vehicle 


is in contact with the skin and frequency of , 


reapplication; (8) thickness of the applied 
film. I!9!* have previously shown that both 
diffusion. to the skin surface and percu- 
taneous penetration of aighly water-soluble 
drugs are greatest from vehicles having an 
aqueous external phase. 

The diffusion to the skin surface of a 
highly oil-soluble drug was greatest from 
a Carbowax vehicle but penetration was 
greatest from a petrolatum vehicle. It ap- 
pears, therefore, that the Carbowax vehicles 
are able to provide a relatively high surface 
concentration of-water-msoluble drugs with 
minimal percutaneous penetration. With 
this exception, the concentration at the sur- 
face is proportional to that at any other 
level of the epidermis o- dermis. 

A drug highly soluble in both oil and 
water penetrates about equally from all ve- 
hicles, with the exception of a Carbowax 
vehicle. 


The occlusion or covering of water-mis- 
cible vehicles will increase the solution of 
water-soluble drugs through the conserva- 
tion of sweat or aqueous phase. This in- 
creases the amount of drug delivered to the 
skin surface and may also cause an increase 
in penetration through a secondary increase 
in hydration of the "oute-" stratum corneum. 
Occlusion does not increase the skin surface 
concentration of oil-soluble drugs but may 
increase penetration. 

Both inversion of phase and changes in 
the phase-volume ratio of an emulsion base 
will affect the rate of penetration of a drug 


. highly soluble in either water or oil. Drugs 


possessing a dual solubil ty are not sensitive 
to either of these factors, as they penetrate 
with equal facility from either phase. Fur- 
ther work is necessary to establish these 
relationships for drugs not highly soluble 
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in either phase, such as hydrocortisone. 
Using a concentration of salicylic acid above 
the limits of solubility in the vehicle, I 
found a decreased sensitivity to phase in- 
version. However, the sensitivity to change 
in phase-volume ratio persisted. 

The rate of percutaneous penetration of 
a drug is generally proportional to its con- 
centration in the vehicle. This may be lim- 
ited by: (1) a rate of delivery to the 
skin-vehicle interface exceeding rate of pen- 
etration; (2) exceeding the limits of solu- 
bility of the drug in the particular vehicle. 

lhe total penetration of a drug is gen- 
erally proportional to the time the vehicle 
Is in contact with the skin. Factors limiting 
this would be (1) the decreasing concen- 
tration of the drug in the vehicle as the 
time is extended; (2) any change in con- 
centration with time secondary to loss of 
aqueous phase; (3) saturation of the tissues 
with a drug, where the rate of penetration 
decreases with time. This was shown by 
Malkinson !? as applying to the penetration 
of labeled hydrocortisone through stripped 
skin. As the tissues become saturated with 
a drug, the rate of penetration decreases, 
following the laws of a simple diffusion 
gradient. 

The hydration induced in the stratum 
corneum varies directly with the thickness 
Consequently, this 
may have a marked effect on the rate of 
drug penetration. It must be remembered 
when dealing with water-containing vehicles 
that film thickness and drug concentration 
vary inversely. Both may change consider- 
ably as equilibrium is approached. 


of the ointment film. 


Vehicles and Drugs in 
Topical Therapy 


The most important single factor in the 
choice of a vehicle in therapy is the condi- 
tion of the skin itself. Whether the outer 
stratum corneum is intact or not is the 
major factor in determining the rate of 
drug penetration. There are several ex- 


perimental studies which demonstrate the 


Shelmire 


limitations imposed by a normal stratum 
corneum. 

Monash found that stripping the outer 
half of the stratum corneum caused a rela- 
tively greater increase in rate of penetra- 
tion of anesthetic salts than bases. The 
anesthetic bases penetrate intact skin much 
more rapidly than the salts. 

Strakosch !? found that the total penetra- 


tion of sulfonamides through intact skin 


varied directly with the time of contact but 
that increasing the concentration above a 
certain low minimum had little effect. After 
damage to the stratum corneum, total pene- 
tration increased in proportion to the in- 
crease in concentration. This means that 
once the maximum rate of penetration per 
unit time is reached, increasing the concen- 
tration of a drug has little effect. On the 
other hand, when the stratum corneum is 
not intact, increasing the concentration may 
produce a marked increase in total pene- 
tration. Michelfelder and Peck ?? also noted 
that the degree of epidermal damage was 
the most important factor in absorption 
through pathologic skin, and that differences 
between vehicles were minor. They also 
noted the increased importance of the drug 
concentration factor in injured skin. One 
extremely interesting aspect of their report 
is the finding of increased penetration 
through skin affected with psoriasis and 
neurodermatitis as compared with normal 
control skin of the same individual. This 
might be interpreted to mean that the bar- 
rier to penetration is not intact in these 
diseases, although hyperkeratosis is usually 
present. On the other hand, Scott and 
Kalz?! have shown that the penetration of 
hydrocortisone through lichenified skin is 
less than that through normal skin. It is 
evident that a survey of the status of the 
penetration barrier in assorted dermatologic 
conditions would contribute a great deal to 
the study of topical therapy. 

In treating processes where the outer 
stratum corneum is abnormal or missing, 
it 1s apparent that differences between ve- 
hicles with regard to rate of drug penetra- 
tion will be minimal. This is because the 
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differences in hydration induced in the 


stratum corneum by various vehicles be- 


comes of less importance. This leaves solu- 


` bility, time, and concentration as the factors 


to consider in calculating total penetration. 

The less occlusive vehicles are usually 
preferred in the treatment of acute proc- 
esses. The penetration of water-soluble 


drugs is as rapid from aqueous solution as 


from any other type of vehicle. This should 
be kept in mind when treating acute proc- 
esses where the stratum corneum is not 
intact and the rate of drug penetration is 
greatly increased. The nonvolatile water- 
miscible vehicles are useful in acute proc- 
esses, particularly where a high surface 


-— concentration and minimum penetration of 
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a drug is desired. This feature may be use- 
ful with potentially toxic or irritating drugs. 
= The vehicle assumes more importance 
when the stratum corneum is intact. Differ- 


-~ ences in drug penetration attributable to the 


vehicle are more pronounced. The penetra- 
tion of any given drug presumably de- 
creases in proportion to the increase in 
thickness of the stratum corneum. 


Maximum hydration is usually desirable 
when treating diseases with a thickened 
stratum corneum. Consequently, occlusive 
vehicles are preferred and there is usually 
little place for the nonvolatile water-miscible 
vehicles. The hydrous emulsion bases would 
have to be applied more frequently than 
greases to maintain the same degree of 
hydration. 


Therapy may also be made more effective 
by increasing the thickness of the ointment 
‘film, or by use of an occlusive dressing. 


Future Advances in Topical Therapy 


Vehicles are important in enhancing, con- 
trolling, or complementing drug action, but 
the final therapeutic effect is achieved by 
the drug. Consequently, the most spectac- 
ular future advances in therapy will probably 
be achieved by new and improved drugs. 
For purposes of discussion, the drugs in use 
today may be placed in three broad cate- 
gories: (1) metabolic drugs, having a spe- 
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cific effect on viable tissue, usually having 
as their site of action a point below the 
lower border of the stratum corneum. Con- 
sequently, they must penetrate the stratum 
corneum to be effective. Steroids and local 
anesthetics would be examples of this 
group. (2) Nonmetabolic drugs which 
chemically affect the stratum corneum itself, 
or act on microorganisms or other extrinsic 
cellular material. The site of activity of” 
these drugs would be from the base of the 
stratum corneum outward. The antibac- 
terials and fungicides would be examples 
of this category. A high surface concentra- 
tion with minimum percutaneous penetra- 
tion would be desirable. (3) A combination 
group, which has some characteristics of 
both of the other two groups, although in 
varying proportions. Surface concentration 
and penetration are both of importance with 
drugs of this type, as the site of activity is 
both above and below the lower boundary 
of the stratum corneum. This probably rep- 
resents the largest group, such drugs as the 
tars, resorcin, salicylic acid, ammoniated 
mercury, and sulfur falling within: its 
boundaries. All of these drugs may chemi- 
cally affect horny tissue and extrinsic cellu- 
lar material and may also have an effect on 
viable tissue below the stratum corneum. 
New drugs or improved forms of drugs 
now in use may be more soluble in the 
vehicle, and their specific rates of penetra- 
tion may be increased. Both of these factors 
would lead to improvement in effectiveness 
of the drug but with certain reservations. 
Increasing the solubility of the drug in the 
vehicle would be effective only if the maxi- 
mum rate of penetration had not been 
reached, and the alteration of the drug lead- 
ing to increased solubility did not decrease 
the ability of the drug to penetrate the skin. 
An increased rate of penetration would 
be effective provided the increased solubility 
did not result ir a more rapid removal or 
clearing of the drug from the "target" tis- 
sue, or a decrease in pharmacologic activity. 
This problem has recently been illustrated 
by the finding that more soluble forms of 
hydrocortisone are less effective topically.” 
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To utilize fully all of a metabolic drug 
incorporated into a vehicle it would be nec- 
essary to have a nontoxic, nonirritant ve- 
hicle which itself completely penetrated the 
skin. A vehicle of this type would be most 
useful in treating intact or lichenified skin, 
where penetration of most drugs is small. 
The development of new and nonirritating 
protein solvents or keratolytics might par- 


tially solve this problem by decreasing the 


barrier to penetration. 


As previously noted, the nonvolatile 


 water-miscible vehicles present an opportu- 


nity to achieve a relatively high surface 
concentration of nonmetabolic drugs with 
minimum penetration. These vehicles are 
usually good solvents, but their usefulness 
appears to be limited by achieving this 


effect only with drugs insoluble in water. . 


New antibacterials and fungicides might be 
developed with this in mind. 
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- a strong water-binding capacity. 
— the water content of the mentioned fluids 
and the skin. The substance is contained 


-lar edema. 


"e. ASBOE-HANSEN, M.D., Copenhagen, Denmark 


Myxedema is characterized by a mucinous 


edema of connective tissues including the 


skin. The chemistry and physical proper- 
ties of the mesenchymal ‘luids such as the 
T synovia,® the fluids of the eye,‘ and the inner 


E ‘ear, as well as of connective tissue ground 
_ substance 1° are changed. The acid mucopoly- 
^ saccharides, preferably hyaluronic acid, de- 
im termines the mucinous character of all 


mesenchymal fluids. Hyaluronic acid has 


It keeps 


in the cytoplasmic granules of mast cells, 


= and the release takes place as a degranula- 


tion. A physiologic degranulation of mast 
cells may be brought about by an extracellu- 
If the increase of tissue water 
is just moderate, only few granules are ex- 


— truded; if intense, a complete degranulation 


may take place. In leaving the cell, the sub- 
stance does not maintain the morphologic 
character. of granules or globules but 


changes into a diffuse, amorphic, mucinous, 


metachromatic, hyaluronidase-sensitive sub- 
stance in a halo around the cell.** 

In any edema, in the connective tissue of 
the intestinal wall during water absorption, 
in any area of connective tissue taking part 


in water transport and deposition, processes 
like these take place. | 


.Sulfomucopolysaccharides are T in 
the granules of some mast cells. 

The cellular synthesis of acid mucopoly- 
saccharide is intensified by thyrotropin and 
possibly also by growth hormone influence. 
During thyrotropin stimulation the mast 


.. Submitted for publication Oct. 5, 1959. 
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The Pathogenesis of Cutaneous Myxedema 


cells of any connective tissue area are large, 
voluminous, and heavily loaded with gran- 
ules. This has been shown in thyroidecto- ` 
mized animals and human patients. 

If the thyroid gland is removed, there will 
be a preponderance of the thyrotropic hor- 
mone of the anterior pituitary gland. Be- 
sides (1) stimulating the thyroid secretion, 
thyrotropic hormone influences connective 
tissues directly, not by way of the thyroid. 
Injections of thyrotropin bring about (2) a 
fat mobilization, (3) a mucin accumulation, 
and (4) exophthalmos. In guinea pigs one 
thyrotropin injection brings about removal 
of fat from the normal depots, lipemia, and 
fat deposition in the liver, skeletal and heart 
muscles, and kidneys. 

Along with the fat mobilization runs an 
increase of mast cells, first around the ves- 
sels, later free in the tissues. Then an in- 
creasing content of mucopolysaccharide can 
be demonstrated in the connective tissue, re- 
Instead of the fat we get 
we 


placing the fat. 
a mucinous substance Dinding water; 
get a mucinous edema, a myxedema.” 


Exophthalmos seems to be due to accumu- 
lations of mucopolysaccharide in the retro- 
bulbar tissues, particularly in the areas of 
fat, glands, and extraocular muscles. Ex- 
ophthalmos only develops if the disturbance 
in the pituitary-thyroid interrelationship is 
suddenly disturbed. In more protracted and 
moderate cases of thyrotropin preponder- 
ance, the mucinous edema invades all sur- 
roundings of the eye, even the eyelids, and 
the retrobulbar pressure seems to be more 
dispersed. 

In human patients, thyroidectomized sur- 
gically or by external or internal radiation, 
these changes have been observed together 
with characteristic muscle changes consisting 





















PATHOGENESIS OF MYXEDEMA 


in accumulations of acid mucopolysaccharide 
in or under the sarcolemma of skeletal mus- 
cles, e.g., the quadriceps of the femur, the 
biceps of the arm, and the extraocular mus- 
cles. The changes are initiated by mast cell 
accumulations outside the muscle fibers or 
on the sarcolemmic membrane. Finally; the 
cells seem to disintegrate and the poly- 
saccharide-containing cytoplasmic material 


stays as a metachromatic mass adhering to 


the sarcolemma. A new connective tissue- 
derived membrane seems to form on the 
outside of this material which appears like 
a half-moon in transversely cut sections.’ 


The mentioned condition may be accom- 
panied by a circumscribed myxedema in the 
pretibial region. In the microscope this 
phenomenon presents itself as an excessive 
myxedema with accumulation of hyaluron- 
ate and chondroitin sulfate in the ground 
substance, with the collagen fibers split 
apart, and with a highly increased number 
of mast cells in all granulation phases. The 
subcutaneous fat is scarce and partially re- 
placed by a mucinous substance. An active 
transformation is indicated to the micros- 
copist by perivascular and interstitial mast 
cell accumulation, by increased metachro- 
masia of the ample ground substance, by a 
separation of the fat tissue in single or 
groups of fat cells, and by a splitting up or 
reduction of the size of the cellular fat 
droplets.! 


In patients with generalized and localized 
cutaneous myxedema and with the charac- 
teristic muscle changes, an increased level of 
thyrotropin in blood serum has been demon- 
strated, and thyrotropin must be considered 
an important factor in the pathogenesis of 
myxedema.? 


There is experimental evidence that path- 
ologic changes afflict the vessel walls in 
thyrotoxic, as well as in hvpothyroid pa- 
tients, This may entail an increased capil- 
lary permeability. 

Some evidence points to the fact that 
thyrotropin stimulates the mast cellular syn- 
thesis of hyaluronic acid, as well as the re- 
lease. Another real possibility is a primary 


Asboe-Hansen 


hormone-induced damage of the jag 
walls, an increase of capillary perme 
a tissue edema, and a mast granule rele 
brought about by this increase in tissue wat ter; 
The increased capillary permeability may. be 
brought about by a primary release of his- 
tamine from the mast cells. All mentioned $ 
views are compatible with the experimental 
results. : is a 
The pathogenesis of localized or circi m- - 
scribed pretibial myxedema may be ex- E 
plained in the following sequence: (1) ede 
due to venous stasis, which may be exces 
sive because of an existing vascular ima 
produced during the preceding period of. 
thyrotoxicosis; (2) release of excessive — | 
amounts of acid mucopolysaccharide iron 
the intra- to the extracellular compara” HE 
(3) a binding of the edema water by theg 
liberated hyaluronic acid; and (4) a re 5 ; 
sulting formation of a mucinous or myx- — 
edema, which persists as long as the ^ 
hormonal influence persists. E 


It should be mentioned that other hor- -. 
monal mechanisms may be active. Growth — tr 
hormone, adrenocortical hormones, and sex ` 
hormones control connective tissues as well us 
as thyrotropin and thyroid. A disturbance - i 


Jom 
e 


ae 
in the pituitary-thyroid functions is even - m 


bound to influence these hormone activities, — . 
This may well be the explanation olt E 
varying sensitivity to hormonal therapy 
which is well known to the clinician, and. 
especially true in long-standing cases. 


It is conceivable that the anterior pitui- 
tary principle which we call thyrotropin —- 
comprises two factors, which actually can . E. 
be separated by chemical means: (1) the 
thyroid-stimulating, and (2) the connective — - 
tissue-stimulating principle (fat mobilizing, — pe 
mucotrophic, ophthalmotrophic). Single hor- 
mone insufficiency or preponderance scarcely _ 
exist in human patients, and several hor- 
mone principles present in varying degrees 
of activity and inactivation are the condi- 
tioning and moderating factors. 

In thyrotoxicosis the thyroid-stimulating - 
factor is predominating. The ophthalmo- 
trophic effect may be allowed to act because 
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yi J cal properties of the retrobulbar tissues, 
E E a specific sensitivity. 

er P - In malignant exophthalmos and localized 
5 yi yxedema the ophthalmotrophic effect is 
a )redominant. It has a tendency toward 
4 |. mticin production. Even the fairly constant 
t. Eus in the progressive phases indicates 


ocn 

D In hypothyroidism, in which the normal 
thyroid inhibition of pituitary function is 
ie Be OT reduced, fat is mobilized and mucin 
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Dur 
Ye 
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P | tive 
E The pathogenetic difference between the 
P. o last-mentioned conditions is not fully 
1 elucidated. The sudden knock-out of the 
a - inhibiting thyroid function seems to be im- 
(o portant for the development of malignant 
d -. exophthalmos and localized myxedema, but 
the influence of a pre-existing dysfunction 
: a - of other endocrine glands as well as certain 
e » "pre-existing changes in the target tissues 
M Domus be taken into consideration. 
E ` Acromegaly i is a state of anterior pituitary 
$ _ hyperfunction so far as the activity of 
m growth hormone as well as of thyrotropic 
S ‘hormone is increased. In many ways the 
E -skin looks like thyrotropin-stimulated skin, 
but growth hormone stimulates collagen 
1 . deposition, and, therefore, we have a condi- 
. tion characterized by highly intensified con- 
- nective tissue regeneration and repair. 
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E? V. Summary 

3 Baturo acid is an important’ muco- 


_ polysaccharide of the myxedematous ground 
substance of the skin. It possesses strong 
»water-binding capacities. Hyaluronic acid 
pi is contained in and may be released by tis- 
- — sue mast cells. In primary myxedema, thy- 
^ rotropic hormone is predominant while not 
^ inhibited by thyroid hormone. Thyrotropic 


fa 
L . 








| the action of the fat mobilizing, lipokinetic 


s cual XD r 
Acn mus i. se *n [lef NE S US ae 
ih Ae ae Sit " "57, d^ = TE 

3 * + 
ae fe PAS 


bas e ab oe se e oe : 


> L2 











A z ai h 
P jj. NE $ "e e! M, x it TR 


ARCHIVES OF DERMATOL OGY 


hormone stimulates the mast cellular syn- 


thesis of hyaluronic acid and possibly a 
release to the extracellular compartment. 
Increased capillary permeability and extra- 
cellular edema may brinz about a release of 
excessive amounts of mucopolysaccharide 
from the thyrotropin-stamulated mast cells. 
This may result in a mucinous or myx- 
edema. 


Connective Tissue Reseerch Laboratory, Uni- 
versity Institute of Medical Anatomy, Norre Alle 
63. 
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ISRAEL ZELIGMAN, M.D., Med. Sc.D., Baltimore 


solitary growths of the skin present a 
formidable diagnostic problem, usually final- 
ly resolved by microscopic examination of 
a biopsy specimen. Among such single le- 
sions, trichoepithelioma is not well known. 
It is of particular interest, however, and the 
prebiopsy clinical impression is not too dif- 
ficult to make, provided one thinks of this 
diagnostic possibility. 

In this study, the term trichoepithelioma 
refers to a hamartomatous tumor of epi- 
thelial tissue differentiating toward hair 


structure, It does not at all refer to basal- 


cell skin cancer with differentiation toward 
hair structure, nor in this essay is the term 
used to refer to secondary or acquired 
trichoepithelioma secondary to cystic Eu 
esses,! 


Trichoepithelioma is usually present clin- 
ically as a multiple disseminated process and 
is known as multiple benign cystic epithe- 
lioma or as epithelioma adenoides cysticum, 
names given for the same dermatosis by 
Fordyce? and by Brooke,’ respectively, both 
in 1892. It consists clinically of multiple 
small firm sometimes .translucent normal 
colored papules and nodules with a pre- 
dilection for the nasofacial folds, the base 
of the nose, the forehead, the eyelids, and 
occasionally for the scalp, neck, and upper 
chest. The lesions are more or less sym- 
metrically distributed. They appear usually 
at puberty or early adult life but may ap- 
pear anywhere from the third year of life 
to middle age. The disease is inherited as 
an irregular autosomal dominant.* 


Multiple lesions of trichoepithelioma not 
infrequently are associated with lesions of 
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Solitary Trichoepithelioma 




















etis Both types of lesions may appeat i E 
not only in the same patient but frequent x 
in the very same lesion? In addition Ri 
the simultaneous presence of cylindrom: a 
and of multiple benign cystic epithelior aa Wa 
in the same patient has also been noted t dud 
a number of authors.9? EA. 
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Though not so well cetosdipidh as he 
multiple variety, solitary papules and nodul 
with a trichoepitheliomatous structure have S. y 
been reported as a definite entity. As early er 
as 1901, Wolters 1° described a 20-year-old | Es. 
girl vitio had had since birth a yellowish-red d E 
slightly elevated lesion over the right 7 S 
brow region. The lesion proved to be | 
trichoepithelioma on microscopic study. - 


Schopper 7 in 1909 described a "e 
old woman who since 2 years of age haa 
had a lesion over the left eyebrow. The 
nodule was yellowish-red, round, and an- 
nular. On biopsy the lesion was shown to ^ 
be a trichoepithelioma. à dm 


Savatard,® who was greatly interested. inc E. 
epithelioma adenoides cysticum, expressed . 
disappointment at the relative infrequeney 
of diagnosis of solitary tumors of trichoepi- | 
thelioma. He believed they were not Me 
nized clinically because they closely 
resembled nonpigmented nevi and, there- 
fore, were not subjected to microscopic ES. 
study. He mentioned two-instances of single — 
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lesions which resembled sebaceous cystsland T j 


another of a solitary tumor situated on an 
eyelid. Es 


Traenkle!? studied the microscopic ap- 
pearance of multiple and solitary skin tu- 3 s 
mors with hair follicle structure and found 
great variation in the degree of cellular E 
differentiation. He considered the more ma- Be 
ture forms to be hamartomata rather than ^ 
epithelioma. A number of the 31 solitary 1 
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Fig. 1 (Case 1).—An- 
nular lesion on chin; re- 
duced about 33%. 


or scattered lesions which he studied mi- 
croscopically had the cytologic characteristics 
of basal-cell cancer. Nevertheless, he em- 
phasized that trichoepitheliomas may occur 
as solitarv lesions independent of multiple 
benign cystic epithelioma. 

Keyes and Queen reported a solitary 
normal-colored papule present for 
on the left upper eyeli 


a year 
in a 21-year-old 


man. Histologically, it proved to be a tricho- 
epithelioma. 

Schmied !* pointed out that there are 
circumscribed and solitary kinds of tricho- 
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epithelioma, as well as the symmetrical dis- 
seminated type. 

A 25-year-old white man who had had 
a growth on the right malar region for / 
years was presented by Andrews.” There 
was an atrophic depressed spot, irregularly 
circular, measuring 2 cm. Little pearl-white 


papules and telangiectases were visible 


throughout the area 

The following are case reports of four 
patients, each of whom had a solitary le- 
sion of trichoepithelioma on the face. The 
clinical characteristics of three cf them were 


Fig. 2 (Case 1).—Kera- 


totic cysts and narrow 
strands of epithelial cells ; 
reduced about 58% 


mag. x75. 


from 
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Fig. 3 (Case 2).—Annular lesion with thread- 
like border on left cheek; reduced about 48%. 


quite similar. The diagnosis of each was 
finally established by microscopic examina- 
tion of a biopsy specimen. 


Report of Cases 


Case 1—A 38-year-old white man was first 
seen in dermatologic consultation Oct. 6, 1955, for 
a small scar-like lesion on the left side of the 
chin. The asymptomatic lesion which had been 
present for at least 10 years was believed to have 
grown during the previous several months. There 
was no famity history of similar single or multiple 
lesions. 

There was a 0.7 cm. irregularly round shiny an- 
nular lesion on the left side of the chin. The 
center of the lesion was hyperpigmented and flat 
while on the periphery there was a number of 
discrete and confluent normal-colored 0.1 cm. 
smooth semiglobular shiny papules (Fig. 1). A 
clinical impression of granuloma annulare was 


Fig. 4 (Case 2).—In- 
tertwining narrow strands 
of epithelial cells to some 
of which sebaceous cells 
are attached.  Keratotic 
cysts also present; re- 
duced about 58% from 
mag. X 75. 
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made, a biopsy specimen removed, and the re- — 


rettage. Healing was complicated by keloid ~ 


formation. Roentgen ray therapy to the keloid ES 
produced an excellent result. io 
. . . . * i - 
Microscopic examination showed marked peri- ` 4 
nuclear edema of the epidermal cells and the — 


; 2 d 
virtual absence of rete pegs. Some dilated blood ~ 
vessels were present in the superficial portion of — — 
the cutis. A number of small and large keratotic 


cysts lined by multiple layers of flattened, cells — 
ER. 
was present. There were narrow strands and ~~ 


nests of hematoxylin-staining epithelial cells re- - 
sembling basal cells throughout the upper 24 of 2 
the cutis. These cells were small, mature, and | — 
rarely exhibited mitotic figures. A pathologie | 


diagnosis of trichoepithelioma was made (Fig. 2). 
P 2 A 22 : : Um 
Case 2.—A 22-year-old white man was seen En 

June 28, 1956, for an asymptomatic and recently — — 


growing lesion present for about five years on 
the left cheek. There was no family history of 
similar single or multiple lesions. Examination  ~ 
showed a sharply demarcated 0.5 cm. shiny annular — 
lesion situated 2.5 cm. inferior to the left medial 
canthus. It had a thread-like elevated border and 
a flat and hyperpigmented center (Fig. 3). The 
clinical impressions were solitary trichoepithelioma | 
or granuloma annulare. A biopsy specimen was  - 
then removed and the remainder of the lesion 
destroyed by electrofulgeration and curettage. 
Microscopic examination. showed an epidermis 
essentially normal except for some perinuclear. 
edema. A number of keratotic cysts lined by _ 
multiple layers of flattened cells was present. Many 
intertwining narrow strands and nests of hema- 
toxylin-staining epithelial cells resembling basal 3 
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Fig. 5(Case 3).—Kera- 
totic, cysts and narrow 
strands of epithelial cells; 
reduced about 58% from 
mag. X 75, 


cells were present in the upper two-thirds of the 
cutis. The cells in the strands were small, mature, 
and exhibited few mitotic figures. Sebaceous cells 
were intimately attached to some of the strands. 
Considerable perivascular small mononuclear cellu- 
lar infiltrate was present in the cutis. A pathologic 
diagnosis of trichoepithelioma was made (Fig. 4). 

Case 3.—A 17-year-old white girl was seen 
Jan. 16, 1958, for an asymptomatic lesion present 
for a year on the left cheek. There was no 
history of similar single or multiple lesions in the 
family. Examination disclosed a 0.3 cm. hypo- 
pigmented very hard, semiglobular, smooth, round 
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papule 1.5 cm. lateral to the left ala nasi, Be- 
cause of the marked hardness of the lesion, a 
clinical impression of possible calcinosis cutis was 
made. A biopsy specimem was removed and the 
base of the lesion electro:ulgerated and curetted. 

Microscopic examination showed the epidermis 
to be absent (artefact).  Keratotic cysts with 
walls made up of multiple lavers of flattened 
cells were present. There was, in addition, a 
number of narrow strands and nests of basal- 
cell-like cells present in the cutis. These cells 
were small, mature, and exhibited few mitotic 
figures. Some of the epithelial strands were inti- 


Fig. 6 (Case 4).—Nar- 
row strands of epithelial 


cells. Keratotic cyst is 
also present; reduced 
about 58% from mag. 
X 75 
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mika attached to the keratotic cysts. A patho- 


E logic diagnosis of trichoepithelioma was made 


(Fig. 5). 

Case 4.—4A 15-year-old white boy was seen Oct. 
29, 1958, for an asymptomatic lesion present for 
three years on the center of the chin. There was 
no familv history of similar single or multiple 
lesions. There was a 0.9 cm. normal-colored 
round lesion with a flat center and a thread-like 
elevated shiny border. The clinical impression was 
solitary trichoepithelioma. A biopsy specimen was 
femoved and the remainder of the lesion was elec- 
trofulgerated and curetted. Healing was compli- 
cated by keloid formation. Roentgen ray therapy 
to the keloid produced an excellent result. 

Microscopic examination showed a normal epi- 
dermis. There were many dilated vessels in the 
upper dermis. In the cutis, several large keratotic 
cysts were present with walls made up of- mul- 
tiple lavers of flattened epidermal cells. In addi- 
tion, narrow strands and nests of basal cell-like 
cells were seen in the upper and middle cutis. 
These cells were small, mature, and exhibited 
few mitotic figures. Many small mononuclear 
cells were present in the cutis, especially about 
blood vessels. A pathologic diagnosis of tricho- 
epithelioma was made (Fig. 6). 


Comment 


True solitary trichoepitheliomas as shown 
in the literature and in the above described 
four patients make their appearance any- 
time from birth to the thirties. There is no 
evidence of a family history of solitary or 
of multiple lesions in the patients reported 
or described. Growth of the lesions is slow, 
if at all. They have thus far been noted 
only on the face. They are relatively small, 
usually not over 2 cm. and are asymptomatic. 
The lesions are usually round and papular. 
At times, they are annular with grouped 
papules on the periphery or have a thread- 
like elevated border. The patient presented 
by Andrews and three of the above de- 
scribed four patients had annular lesions. 
The annular types in particular should make 
one consider trichoepithelioma clinically. 

The clinical differential diagnosis includes 
among many others granuloma annulare, 
nonpigmented and pigmented nevus, and 
basal-cell carcinoma. Granuloma annulare 
which may resemble the annular form of 
solitary trichoepithelioma clinically seldom 
appears as a solitary lesion on the face. 
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In addition, its active border i su 

wider than that of solitary trichat pi i cli : 
whose elevated periphery may be threa ac dli 
There may be great difficulty if not 
sibility in differentiating clinically th he wa 
annular type of solitary trichoepilid 






































Basal-cell carcinoma may be clinically s 
distinguishable from solitary trichoepith he- 
lioma, though the latter tends to occur i 
younger people, does not ulcerate, and is. hr 
associated with actinic skin changes. 
Microscopically, the important problem 
that of separating hamartomatous trick 
thelioma from -basal-cell carcinoma d iHe * 
entiating towards hair follicles. Though M 
times this is | impossible on microsco pic. 
grounds alone, trichoepithelioma tends i toj 
have more mature cells, many of which a rfe 
in narrow strands and nests. Since 
contain masses of basal cells and keratinou: 
cysts, in some instances there is no shat ji 
demarcation between these and one may — 


a 
have to rely on clinical data for differenti- 4 


bo h 


"i 


ation.!9 A 


It is evident that one should keep solitar ary 
trichoepithelioma in mind when a ink 
solid or annular papule or nodule of | the. 
face first appears prior to 30 years of age. 
Confirmation by biopsy is essential. E. 

Summary I $ | 

Multiple and solitary trichoepitheliomas s B | 

are discussed briefly. E yu 


Four patients with solitary trichoepit the: 
lioma are described. 


E 
? cls iy: 
Differential diagnosis of solitary taie 
epithelioma both clinically and microscopicz c 


ly is discussed. 


1109 N. Calvert St. 
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Lowenstein 


GERALD F. MACHACEK,* M.D., and DAVID R. WEAKLEY, M.D., New York 


In 1925, Buschke and Lowenstein first 
described lesions of the penis which ap- 
peared clinically to be carcinoma, but which, 
on histological examination, revealed 
changes indicative of condyloma acumi- 
natum.! 
made further attempts to clarify the differ- 
ential diagnosis of these two conditions, 
indicating that categorizing them remained 
a problem.? Further, Lowenstein 4elt that 
the type of giant condylomata he described 
occurred only in the male. We are not cer- 
tain that this opinion is entirely justified, 
but it is certainly true that these lesions are 
seen more frequently in males than in fe- 
males. 


Histopathology — 


Giant condylomata acuminata of Buschke 
and Lowenstein and the more common fili- 
form and sessile varieties of genital wart 
show histologic similarities and differences. 
The points of similarity are regularity of 
cellular structure, striking acanthosis, in- 
frequent mitoses, and the absence of inva- 
sion of blood vessels, nerves, or lymphatics. 
The important differences between the two 
types of verrucae are the presence of a 
very thick stratum corneum in the giant 
type, together with a pronounced tendency 
to grow deeply. The extreme degree of 
downgrowth of the giant type of condyloma 
acuminatum, with displacement of the un- 
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Giant Condylomata Acuminata of Buschke and 


malignancy. Lowenstein emphasized - 


* e 
In a later review, Lowenstein 


derlying tissues, closely r mimics the invasion. n 
of tissues seen in epitheliomas of low-grade) 


trait as a means of differentiating gia at 2 
condylomata from extensive cases of or QR 
nary condyloma acuminatum. He also. 
pointed out that the absence of frequen t. 
mitoses in giant condylomata acuminata is 
the major point of differentiation from 3 
carcinoma of the penis. E 


AS " 


It is important to differentiate gian nt 
condylomata acuminata of Buschke anc 5 
Lowenstein from extensive, ordinary cot vsi D 
dylomata acuminata, because, as we shall. 
emphasize, the former will not respond to - 
podophyllin therapy. It is likewise of i m- 
portance to differentiate giant condylon a = 
from epitheliomas of the penis, because e. 
early amputation may be lifesaving in the | 
latter condition. Ek : 

It is difficult and often impossible to 
distinguish giant condyloma acuminatum We 
from epithelioma of the penis by clinical | 
means alone. In fact, although rare, the © ; 
occurrence of carcinoma in a long-standing | >: 
condyloma acuminatum of the penis has | pt 
been reported. Thorough histologic exam- E. 
ination, however, usually serves to establish 
the diagnosis. If the lesion in question is . 
malignant, careful microscopic study will ] 
reveal mitosis, dyskeratosis, and evidence of. p 
invasion. If it is a giant condyloma acu-  . 
minatum, a few mitoses may be seen, but 
they are never numerous. Moreover, al- 3 
though a marked degree of displacement 4 
and compression of the underlying struc- ` 
tures will almost certainly be present, no 
actual invasion or infiltration of these 


structures occurs. X € 
13 
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Fig. 1—Section froma 
biopsy taken from Case 1 
before the application of 
podophyllin. The striking 
acanthosis, dense cellular 
infiltration of the cutis, 
and the regularity of the 
epithelial cells character- 
istic of giant condylomata 
acuminata are seen. Re- 
duced 35% from mag. 


x. 100. 


Histologic Changes Induced by 
Podophyllin 


In 1942, Kaplan first published his re- 
sults in the treatment of condylomata acu- 
minata with 25% podophyllin in mineral 
oil* Because of the remarkable efficacy of 
this treatment, it rapidly became widely 
used. Many subsequent reports have ap- 
peared in the literature to substantiate its 
effectiveness." In spite of the acknowl- 
edged usefulness of podophyllin in the 
treatment of superficial condylomata acu- 
minata, however, we have been unable to 
find a single recorded case of the Buschke- 
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Lowenstein type of verruca successfully 
treated "with this drug. Gersh !! presented 
a case which did not respond to podophyllin 
therapy, and Case 1 in this report 1s another 


example of unsuccessful treatment with the 


drug. In addition te emphasizing the fu- 
tility of treating giant condyloma acumi- 


with 
podophyllin, we wish to point out certain 


natum of Buschke and Lowenstein 


difficulties in diagnosis which may be di- 
rectly attributable to its use. 

Podophyllin is a resin, derived from the 
mandrake or May apple, a plant indigenous 
to a large part of the United States.!? 


Fig. 2.—Section from a 
biopsy taken from Case 1 
two weeks following ces- 
sation of podophyllin 
treatment. Several swollen 
epithelial cells are seen. 
Some have pyknotic, hy- 
perchromatic nuclei, while 
others show abnormal mi- 
tosis. Reduced 35% from 


mag. » 100. 
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GIANT CONDYLOMATA ACUMINATA 


Studies of the effects of its extract on nor- 
mal skin, condylomata acuminata, and ver- 
rucae vulgaris have been made by Sullivan 
. 13-15 


and co-workers. have 


shown that podophylotoxin and the pelta- 


These authors 
tins are the active moieties in the crude 
resin. They also pointed out that podo- 
phyllin is not effective in the therapy of 
verrucae vulgaris, and have theorized that 
hyperkeratosis present in these lesions prob- 
ably prevents adequate penetration of the 
drug. They found that the application of 
podophylhn to normal skin or to condylo- 
mata acuminata induced several histologic 


changes. Marked swelling of some cells 
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Fig. 3.— Photomicro- 
graph of a portion of the 
field seen in Figure 2 un- 
der higher magnification. 
Two tvpes of podophyllin 
cells are seen: swollen 
cells with pyknotic, hy- 
perchromatic nucleic, and 
swollen cells undergoing 
mitosis in the metaphase. 
Reduced 896 from mag. 
x 400. 


Occurs, accompanied by the appearance of 
hyaline bodies, causing increased eosino- 
philia. Disruption of nuclei with pyknosis 
and dispersion of nuclear chromatin and 
mitotic arrest, usually in the metaphase, is 
also seen. 

It is readily evident that these histologic 
abnormalities seen in 
squamous-cell epitheliomas. The swollen 
cells in abnormal mitosis, termed "'podo- 
phyllin cells" by Sullivan, are strikingly 
similar to those seen in squamous-cell epi- 
theliomas of the penis. It is our contention 
that the differention between malignant 
tissue changes and those induced by the 


changes resemble 
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Fig. 4.—Section from a 
biopsy taken from Case 2 
one week after the sec- 
ond of two weekly treat- 
ments with podophyllin. 
Massive acanthosis and 
numerous mitotic figures 
are evident. Reduced 35% 
from mag. X 100. 


application of podophyllin is difficult. Under 
practical conditions it may well be impos- 
sible. Comparison of Figures 2 and 3, from 
a podophyllin-treated condvloma acumina- 
tum, with Figures 4 and 5 from an epithe- 
lioma of the inguinal fold, illustrates this 


point. The swollen cells in mitosis appear 


abnormal in all the photomicrographs, and 
their similarity 1s striking. Although not 
illustrated in these photomicrographs, giant 
condylomata acuminata of Buschke and 
Lowenstein also reveal striking hyperkera- 
tosis with occasional keratin pearls, further 
similarities to squamous-cell epitheliomas. 
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Report of Cases 


Case 1—A blind Puerto Rican man, aged 47 
vears, was first seen at the Columbia-Presbyterian 
Medical Center 
growth 


because of a large verrucous 
accompanying 


phimosis and balanitis. He believed that the lesion 


of the glans penis with 
had been slowly growing for about a year. A 
probable diagnosis of giant condyloma acuminatum 
of Buschke and Lowenstein was made, but the 
possibility of carcinoma of the penis was also 
considered. Biopsies obtained from two areas of 
the lesion revealed a papilloma with a core of 
fibrous tissue overlaid with squamous epithelium. 
Acanthosis, hyperkeratosis, 


and some parakera- 


tosis were present, and the stroma was infiltrated 


Fig. 5.— Photomicro- 
graph of a portion of the 
field seen in Figure 4 un- 
der higher magnification, 
showing several abnormal 
cells undergoing mitosis. 
Reduced 35% from mag. 


x 400. 
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with inflammatory cells. No evidence of epithe- 
lioma was found (Figure 1). 


The patient was admitted to the Urology Serv- | 


ice, and circumcision and partial excision of the 
mass were performed. The depth of the lesion pre- 


cluded its complete excision without removal of 


a large part of the glans penis. The surgical 
specimen revealed histologic findings similar to the 
two previous biopsies, with no suggestion of 
malignancy. After the operative site had healed, 
a trial of local treatment with podophyllin in tmc- 
ture of benzoin was carried out once a week for 
three weeks. The lesion did not respond to this 
therapy, and the patient was again hospitalized 
for further study. On this occasion, repeated 
biopsies again showed some areas typical of 
condyloma acuminatum but now swollen squamous 
cells undergoing mitosis were also found (Figures 
2 and 3). Because of these cells and the re- 
markable hyperkeratosis, it was felt that no cer- 


tain diagnosis could be made. 


= At this time, the lesion was inflamed and 
considered to be infected. Treatment was limited 
to soaks and bacitracin ointment, This was con- 
tinued for one month on an ambulatory basis, with 
considerable regression of the inflammation. The 
lesion continued to grow, however, and the pa- 
tient was again hospitalized in an attempt to 
establish the diagnosis beyond doubt. Several 
biopsies were obtained and on this occasion, fve 
weeks after podophyllin therapy had been discon- 
tinued, no changes suggestive of epithelioma were 
found. It was concluded, therefore, that the ab- 
normal cells previously seen were due to the 
application of podophyllin, and that the lesion was 
undoubtedly a giant condyloma acuminatum of 
Buschke and Lowenstein. 


Subsequent therapy in this case has consisted 
of electrodesiccation and curettage on five occa- 
sions. Recurrence was noted after each of these 
treatments. 


CasE 2.—A 39-year-old Negro man was first 
seen at Columbia-Presbyterian Medical Center in 
1954, complaining of a large vegetative lesion 
5 cm. in diameter in the right inguinal fold. There 
was no regional lymphadenopathy, and physical 
examination was otherwise unremarkable. The 
lesion was treated with applications of 25% poco- 
phyllin in tincture of benzoin each week for two 
weeks. One week following the second treatment 
a biopsy was performed. This revealed acanthosis 
and an intense lymphocytic and plasma cell inül- 
tration of the cutis. Hyperkeratosis and numerous 
swollen cells in various stages of mitosis were 
also found. A diagnosis of podophyllin-induced 
changes in a giant condyloma acuminatum of 
but the m- 


ability to completely rule out carcinoma was also 
noted, 
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Complete destruction of the lesion was - recom- pe 


mended, and this was done by means of electre 
desiccation and curettage, but within two | 
several areas of regrowth were noted. Additio onal 
biopsies were recommended, but the patient 1 a 
fused both biopsy and additional treatment. He 
was lost to follow-up for five years, when he ag 
presented himself to the clinic. At this timer he = 
still had a large ulcerated lesion in the rig ER 
inguinal fold. In addition, palpable inguinal - 
lymphadenopathy, which had not been noted five - 
years earlier, was found. He stated that during | 
his absence from the clinic, he had been treat 
by several private physicians with x-ray and ` 
ous topical medicaments. On this visit a : 
diagnosis of squamous-cell epithelioma was - m 
and a biopsy was performed. 2 E 


Histologic findings substantiated the diagnos is, 
and the patient was admitted to the hospital - for | 
exploratory laparatomy and para-aortic dyn ts bh. 
gland biopsy. As these lymph glands contained 10 a 
evidence of malignancy, block resection of - »" 
tumor, penis, and scrotum was performed wit th nid 


bilateral inguinal lymph gland and abdominoper i $- 


neal resection. Metastases were found in | the. n I 
guinal lymph glands. E 

M ae 

Comment | E 


The two cases presented were both orig Sr 
nally considered to be cases of giant 
condyloma acuminatum of Buschke an HA 
Lowenstein. As far as Case 1 is concerned, 
the diagnosis is undoubtedly correct. DN 
Whether or not Case 2 was an epithelio da id 
from the beginning or whether it represents - 
one of the rare cases of epithelioma develo- ii 
ing in a condyloma acuminatum cannot be 
definitely ascertained. The abnormal celis in. 
mitosis in Figures 4 and 5 may be “po d T: 
phyllin cells" or they may be cpi 1a 
cells. We wish to emphasize that it is im- 
possible to differentiate the two types. ot. 
cells in some cases. 


. 


In addition, Case 1 points out another ^ 
important facet of the problems encou 
tered in treating giant condyloma acumii E k 
tum of Buschke and Lowenstein. That is, ; 
that, regardless of their histological struc- . 
ture, they behave as do well- differentiate do 
squamous-cell epitheliomas, with a marked d 
tendency to recur locally after either de- 
structive electrosurgery or excision. Cases: - 
have been reported that have terminated in — 
amputation of the penis because of this | 
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E -tendency to recur after extensive treatment. 
i P Wiene: or not giant condylomata acumi- 
_ nata of Buschke and Lowenstein are actu- 
5 "ally a variety of squamous-cell epithelioma 
Bc cannot be proved or disproved by methods 
n currently available. It is of the utmost im- 
E BE portance, however, to realize that they are 
Me . distinctly different from the common, fili- 
A M fom, moist type of condyloma acuminatum 
E. that i is usually curable by the application of 
.. podophyllin. 
x It should be reiterated that podophyllin 
has no place in the treatment of giant hy- 
Bee ecratotic condylomata acuminata. In the 
light of Sullivan’s studies one should not 
m x. - expect this type of lesion to respond to 
E Biedophylin therapy, as even small hyper- 
ceratotic verrucae vulgaris do not. Case 1 
g sT graphically illustrates this characteristic of 
th iese lesions. In addition to the fact that 
(P , ps is not effective in the treatment 
giant condylomata acuminata, there are 
S b. dangers inherent in its use. Case 2 illus- 
Es that the use of podophyllin may cause 
^ uncertainty in diagnosis due to the remark- 
i le similarity of some of the abnormal cells 
produced to those seen in squamous-cell 
~ epitheliomas. Because Case 2 had been 
M pt reated with podophyllin one week prior to 
| biopsy (Figs. 4 and 5), it is not possible 
| Pt C tell whether the abnormal, mitotic cells 
seen in sections from the biopsy are “podo- 
- phyllin cells" or malignant cells. The sub- 
E s . sequent course of the case indicates that 
"some of them, at least, were probably ma- 
a Mean cells. 
oe We feel that the only therapy for giant 
3 E Bros acuminata of the Buschke and 
|. Lowenstein type with some chance of suc- 
a ess, short of amputation of the penis, is 
| - extensive electrosurgery or complete exci- 
ij a sion. The absence of reports in the litera- 
r ture to the contrary substantiates this view. 
c = As in Case 1, even this type of therapy 
_ may fail. Further, clinical judgment as to 
i the diagnosis of these lesions is not ade- 
^ y. quate and repeated biopsies are often 
E necessary to differentiate between giant 
Y Brouirionata and squamous-cell epithelio- 
ÉL. mas. 
m 
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Case 1 démodsiz dim that even repeated 
biopsies may not be sufficient to establish 
the diagnosis if podophyllin is applied to the 
lesion beforehand. Case 2 illustrates one 


: possible consequence of this type of therapy. 


Finally, because of their remarkable ten- 
dency to recur after the most vigorous ther- 
apy, we feel that it is probably justifiable 
to consider giant condylomata acuminata of 
Buschke and Lowenstein a variety of squa- 
mous-cell epithelioma. These tumors behave 
like low-grade malignancies and should be 
treated accordingly. 


Summary 


A case of giant condyloma acuminatum 
of Buschke and Lowenstein of the penis 
and a case of squamous-cell carcinoma aris- 
ing in the inguinal region have been re- 
ported. 

The literature concerning giant condylo- 
mata acuminata of Buschke and Lowenstein 
has been reviewed. No report of the curing 
of such a lesion by the application of podo- 
phyllin has been found, and the ineffective- 
ness of such treatment has been emphasized. 

The histologic changes resulting from the 
application of podophyllin have been dis- 
cussed and their similarity to those found 


in well-differentiated squamous-cell epithe- 


lioma stressed. 

The importance of unequivocal histologic 
diagnosis of these large lesions before any 
therapy is attempted has been discussed. 

The suggestion has been offered that 


giant condylomata acuminata of Buschke 
and Lowenstein, because of their remark- 


able tendency to local recurrence, should be 

considered a type of squamous-cell epithe- 

lioma. | 
Columbia University, College of Physicians and 


Surgeons, Department of Dermatologv, 630 West 
168th St. (32). 
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two forms of ragweed dermatitis. 


patch tests with 


— Dermatitis 


STEPHAN EPSTEIN, M.D., Marshfield, Wis. 


Ragweed dermatitis occurs in two prin- 


cipal forms: 


l. Atopic ragweed dermatitis due to sensitivity 
to the protein fraction of ragweed. 


2. Ragweed contact dermatitis, also called rag- 
weed oil dermatitis, due to sensitivity to the 
oleoresin fraction of the plant. 

It is important to distinguish between the 
Atopic 
ragweed dermatitis usually occurs as local- 


- ized patches of a lichenified dermatitis dur- 


ing the ragweed season, namely, from the 


middle of August to October in the mid- 


western portion of the United States. The 
eyelids, sides of neck, and antecubital areas 
seem to be sites of predilection. Scratch 


and/or intradermal tests with protein ex- 


tracts from ragweed pollens are. positive. 
This type of pure atopic ragweed dermatitis 
is rare in my personal experience and usu- 


ally seen in the adolescent or young adult.* 


Ragweed contact dermatitis must be dis- 
tinguished from it. Clinically it presents a 
diffuse, severely inflamed dermatitis of the 
exposed parts, especially the face and neck, 
hands and arms, and legs. It is a very 
pruritic indurated dermatitis, most often 
seen in farmers between the ages of 40 and 
65 years. Symptoms usually begin towards 
the end of August, and aggravations occur 
during threshing time or on other occasions 
of increased contact with ragweed. Scratch 
and intradermal tests with protein extracts 
from ragweed are usually negative, but 
the alcohol-ether-soluble 





Submitted for publication Oct. 14, 1959. 

From the Department of Dermatology, Marsh- 
field Clinic, and the Marshfield Clinic Foundation 
for Medical Research and Education. 

* Aggravation of disseminated atopic dermatitis 
during the ragweed season, however, is observed 
rather frequently. 


102/48 


| Role of Dermal Sensitivity in Ragweed Contact 


fraction of ragweed, which contains the - 
oleoresins, are positive. 

Ragweed contact dermatitis has certain 
peculiarities, 

l. It is usually an indurated dermatitis with 
marked chronicity, although acute exacerbations are 
frequent. 

2. Vesicular or bullous dermatitis, as seen in 
contact dermatitis from mercurials or poison ivy, 
is rarely observed. 

3. The clinical picture of chronic cases resembles 
atopic dermatitis. 

4. It often occurs in atopic individuals. 

5. Patients react often also to other weeds, es- 
pecially marsh elder. 

6. Dermal contact sensitivity often can be demon- 
strated. 

The following presentation deals mainly 
with the role of dermal sensitivity in rag- 
weed contact dermatitis. 


Report of Some Cases 


Case 1—A white woman, 48 years of age, 
doing housework on a farm, was first seen on Aug. 
31, 1956, because of a dermatitis of her face. She 
had experienced similar difficulties at different 
times during the past five years. The last episode 
started around Aug. 8, 1956. Examination revealed 





Fig. 1—Dermal ragweed contact dermatitis com- 
bined with photosensitivity. There is acute derma- 
titis of parts of face exposed to sun. Patch tests 
with ragweed oil were only moderately positive, 
but photo patch tests showed a strong reaction, 
Intradermal test with ragweed oil (in a 1 :100,000 
dilution) gave a marked delayed reaction. 





RAGWEED CONTACT DERMATITIS 





Fig. 3.—Histological picture of intra- 
dermal test with ragweed oil solution 
1:100,000, biopsied after 48 hours (Case 
1). There are practically no epidermal 
changes, but a pronounced perivascular 
infiltrate. The tiny  empty-appearing 
spaces evidently were the sites of oil 
globules. 


an acute diffuse dermatitis of the face, chiefly of 
cheeks and chin (Fig. 1). 

Results of Skin Tests.—Patch tests, photo patch 
tests, and intradermal tests with weed oleoresins 
were performed. 

Open patch tests were carried out with Graham’s 
oleoresin extracts in acetone. Repeated patch tests 
with ragweed oil produced a few follicular lesions 
to begin with which turned into a more pronounced 
superficial papular reaction after 72 hours, a type 
of reaction commonly seen in dermal sensitivity. 
It was biopsied after 96 hours (Fig. 2). 

A patch test with marsh elder gave a stronger 
reaction. 

A covered patch test with ragweed produced a 
stronger reaction with swelling after 24 hours. 

A photo patch test was carried out by irradiating 
the site of a covered patch test with 10 minutes 
of long ultraviolet.+ It produced a weeping, later 
crusted reaction, much stronger and more pruritic 
than the plain patch test. 





f Light from a Kromayer lamp was filtered 
through Corning filter No. 597. 'This radiation 
causes no reaction on normal skin or on patch 
test reactions not associated with photosensitivity. 


Epstein 


Fig. 2.—Histological picture of patch 
tests with ragweed oleoresin biopsied after 
96 hours (Case 1). There is moderate 
epidermal thickening but practically no 
evidence of 
and considerable lymphocytic perivascular 
infiltrate in the upper corium. 


other eczematous changes, 





Intradermal tests were performed with 0.03 cc. 
of a 1:100,000 dilution of ragweed oleoresin (Gra- 
ham Laboratories) in sterile sesame oil. The test 
produced a nonvesicular reaction with 
redness, swelling, and infiltration, which reached 50 


papular, 


Fig. 4.—Delayed reaction after 48 hours follow- 
ing intradermal test with marsh elder, oi] suspen- 


sion (1:10,000) in Case 5. 
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aii Ba . mm. in diameter after 48 hours. A biopsy w 
f i | ` done at that time (Fig. 3). Controls on m ormal 
persons with this ragweed-oil solution - in ses- 
ame oil were either completely negative, or caused 
only faint redness and slight swelling of about 5 
mm. diameter after 24 hours. These reactions 
apparently were due to the sesame oil and we 
practically gone after 48 hours. - 
Scratch and intradermal tests with P Ea pr ES 
tein extracts were negative. B 
Histopathology of Patch and Intradermal Tests — 
with Ragweed Oleoresin.$—4A. patch test, biops sied | 
after 96 hours (Fig. 2) shows moderate epidermal - 
thickening with fairly numerous mitoses but p E. 3 
tically no other evidence of eczematous changes." 
In the upper corium there is considerable lymp n 3 
cytic perivascular infiltrate. An intradermal est 
with ragweed oleoresin biopsied after 48 
(Fig. 3) shows practically no epidermal lian ges. 
except perhaps slight thickening and increase od 
mitoses.. The corium contains numerous tiny, empt "m 
appearing spaces, evidently the sites of oil globule s 













iopsy of patch test 


bined desensitiza- 

. tion with ragweed 
hayfever for 20 years. - 
and of dermatitis. 


oil and dust. 


Atopic person. Had 
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Cattle, feathers, Doing well on com- 


dust + 



















There is a pronounced perivascular lymphocytic - 

infiltrate, and there are also numerous polymor jl hos 3 

nuclears, many degenerating. d ^ P 

In conclusion, this case represents a combinatio on | 

of dermal sensitivity to ragweed with photo contact E^ 

sensitivity. The dermal sensitivity was suggested . 

by the clinical appearance and the variable response E 

to patch tests, and demonstrated by the histolc E < 

à . picture of the patch test as well as the intrader E 
test. The allergic photosensitivity was proven. by 
the positive photo patch test. ut 


The other 15 cases will be briefly. pr re 
sented in the Table. AER E 

The data of the Table indicate the pre 
ponderance of men and the late onset án 
life, well known from the studies of Pr $ 
sting and Anderson,’ Fromer and his col- A 
laborators,??? and others. Cross sensit 1 
to other weeds occurred in similar | 


to those reported by i and Dal 


+ 
(1:100,000) 
Ta 






























1956 
1958 


1956 


1958 
té indicates diameter. 


4 years 





a young 
girl? 


i. AA 


1958 Since she was 


1956 





Tee S 


The purpose of this paper is to. empha | 
the role of dermal sensitivity in the pa p. o 
genesis of ragweed contact dermatitis. T T 4 
clinical picture, presenting a severe indu- . 
rated and persistent dermatitis, often simu- — 
lating atopic dermatitis, suggests that the 
main seat of inflammation is the dermis. t. 
would be wrong to conclude that this is i s 


— € I am indebted to Dr. Hermann Pinkus, Monroe 2E s: 
Mich., for sectioning and interpreting the biopsies 3 
and for the photomicrographs. 


48 
60 . 


E. 


M 
F 
* + indicates positive; +, questionable; 0, negative. 
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a Only immunologic basis. Acute vesicular 
- dermatitis and vesicular responses to patch 
E. tests in some cases, as observed by various 
E authors and myself, clearly indicate that 
© — epidermal sensitivity also exists in ragweed 
E oil dermatitis, and at times may be the main 
Hr or perhaps the only form of sensitivity in 

— such cases. Several forms of sensitivity 
P. can exist in the same case of contact der- 
— matitis. Templeton ? reported the presence 
- -of urticarial sensitivity in poison ivy der- 
matitis besides epidermal allergy. The form 


rM 
~ 
MAT 

t 


a) of sensitivity apparently has a considerable 
^. influence on the clinical picture. The per- 
a  sistence of ragweed oil dermatitis, as well 
E. (as of patch tests with ragweed oil, is well 
known. This characteristic may well be 
a E ctained by the associated dermal sensitiv- 
4 e ity which usually causes a more prolonged 
- and lichenified eruption than epidermal sen- 
E sitivity. Fromer and Burrage? compared 
the chronicity of ragweed oil dermatitis and 
— the persistence of the positive patch tests 
P. with the same antigen, with the usually 
" - shorter duration of poison ivy dermatitis. 
2 As the latter usually is a vesicular or 
. bullous dermatitis, we are dealing essentially 
: with an epidermal form of sensitivity char- 
pu . acterized by shorter duration. 


E Dermal and Epidermal Sensitivity 

= [n previous publications I have called 
- attention to the role of dermal contact sen- 
P . sitivity in certain forms of contact der- 
— matitis, especially from drugs such as 
— penicillin, neomycin,’ ethadin (Rivanol) 
4 t and methylrosaniline chloride (gentian 
E violet), and from metals, such as nickel 
E and chrome.? Dermal contact dermatitis is 
-. not confined to these chemicals; besides 
— weed dermatitis I have observed it in con- 
= tact dermatitis from detergents, from glue, 
| and from other sources. 


y n. 


- — [n general (Bettley !?) the epidermis was 
—— and still is considered the main shock organ 
= Or site of action in contact dermatitis. That 
—. the dermis also may be the shock organ has 
been demonstrated by several authors (Ep- 
—— stein, Haxthausen, Rockstadt 13). Hax- 
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thausen !? speaks of “two different forms 
of reaction, an epidermal and dermal, even 
though most often they may combine into 
an apparent entity.” The first clearly to 
separate epidermal from dermal contact 
sensitivity, I believe, was Sulzberger.* He 
stated that patch tests sometimes produce 
reactions which are not principally epider- 
mal, but are situated primarily in the cutis, 
Investigating tuberculin sensitivity, Pascher 
and Sulzberger !? found that at times a high 
degree of sensitivity to intradermal tests 
was associated with negative patch tests; 
on the other hand, Sulzberger !* reported a 
case with a strong and typically eczematous 
response to a tuberculin patch test who 
showed no reaction to repeated intracuta- 
neous injections of tuberculin. These and 
other studies on contact sensitivity clearly 
indicate that epidermal and dermal sensi- 
tivity are two different forms even though 
they may be often combined. There is some 
difference of opinion as to why the epi- 
dermis or the dermis becomes the main 
organ of sensitization. Epstein *!9 believes 
that both the chemical nature of the allergen 
and constitutional factors determine the 
shock organ; Sulzberger * considers trans- 
epidermal penetration. Rockstadt,? study- 
ing turpentine allergy, found some patients 
to react chiefly "epidermically," i.e., with’ 
vesiculation, whereas in other patients 
hyperemia and _ infiltration—that is, the 
“dermal” components—were the more con- 
spicuous factors. The viewpoint that dermal 
sensitivity is due to constitutional factors 
has been stressed recently by Jillson, Cur- 
wen, and Alexander,!? and by Becker and 
O'Brien.!? 

Skin Tests in Ragweed Oil Dermatitis.— 
1. Patch Tests: Positive patch tests to rag- 
wood and/or marsh elder were obtained in 
all the cases reported,S but there was a 
great variation of intensity of response be- 
tween different patients. All degrees of 
reactions were observed, from a diffuse 
acute weeping dermatitis to discrete isolated 


§ Ragweed and marsh elder often cross react 
in ragweed dermatitis. 
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papules. Moreover, 
there was a marked change in reactivity 
from one test to another, sometimes within 
a few days, in other instances over the 
Part of these differences may have 
been due to the technique, as an open patch 
test with an acetone, extract cannot be*con- 
sidered a quantitative test. 

Histologically, the patch tests showed 
essentially the picture of ragweed contact 


dermatitis (see Case 1) which has been. 
well described by Jillson et al. An addi- 


tional biopsy of a patch test with marsh 
elder (Case 16) after 48 hours again 
showed several, usually periporal, intraepi- 
dermal vesicles, but not much thickening or 
general change of the epidermis; there was 
also one intrafollicular vesicle. Again the 
prominent feature was the lymphocytic and 
eosinophilic infiltrate in the corium. How- 
ever, as in other cases of dermal contact 
dermatitis, a more erythema-multiforme-like 
type was found as a patch test response in 
Case 8. A biopsy taken after 48 hours 
showed the epidermis somewhat thick in 
places; the most prominent feature was a 
high degree of papillary edema leading to 
the formation of bullous edema and sub- 
epidermal vesicles. There was a fairly 
pronounced perivascular infiltrate, mainly 
lymphocytes with some larger cells, some 
leukocytes, and a few eosinophils. 

Jillson and his collaborators stress the sig- 
nificance of the unusual epidermal finding 
of spongiosis and vesiculation around the 
sweat ducts. They believe this is found 
solely in the atopic individual. I have seen 
periporal intradermal vesicles also in an 
epidermal type of patch test reaction in an 
apparently nonatopic person. 
recently emphasized the involvement of the 
sweat ducts in acute contact dermatitis. 
Hermann Pinkus*! had described these 
"periporal" lesions in ragweed oil dermatitis 
in 1939, and for many years has called my 
attention to them in numerous cases of der- 
mal contact dermatitis from nickel, chrome, 
neomycin, ragweed oil and detergents. 

I may mention that the histologic picture 
of the ragweed dermatitis in a few cases of 


— Epstein 


in the same person 


McCallum ?? 

























mine that were examined histologically a 
corresponded to the picture of dermal con- - 
tact dermatitis. A biopsy in Case 16 showed | 
uneven acanthosis of the epidermis ` with 
several parakeratotic scales and crusts 
only one superficial spongiotic vesicle. There 2 
was a very heavy cellular infiltrate in the — 
subpapillary layer and even a little deeper. | 
The cells were lymphocytes and somewhat — 
large mononuclear cells; a very few wer e» 
eosinophils. Some cells of the infiltrate i in- | 
vaded the epidermis. Nuclei suggesting — 
polymorphonuclears were present only in 
the crust. The picture- resembled licho 
simplex chronicus; only the one spongiotic - 
vesicle suggested contact dermatitis. j^ a 
2. Intradermal Tests: Intradermal tests — 
with ragweed oil solutions or suspensions — 
were positive in 11 cases, questionable in 3, 1 3 
and negative in 2 instances. M 
Interpretation of intradermal tests ~ii 
oily substances is not always easy. How- - 
ever, I had surprisingly little difficulty i in od 
this respect. Over the years tests had been | a E. 
carried out with different techniques. In |. 
1945 and 1946 (Cases 2 to 7) a crude 3 : 
1:10,000 aqueous suspension was made. The. X. 
marsh elder extract worked well and n E 
positive tuberculin-type reactions in sensi- | 
tive persons measuring from 5 to 30 mm. it is í 
diameter. Controls were always negative, - 
The ragweed suspension, however, was. mot | 
potent, and therefore only the marsh elder ‘on 
reactions are listed in these cases. Since 
1949 intradermal tests were performed witha Ri 


e 


dilution of Graham's ragweed oil in pean $ 





oil in a 1:10,000 and often also 1 :1,000 - 


dilution (Cases 8 to 14) and in sesame oil |. 
1:10,000 and 1:100,000 (Cases 1, 15, and - 
16). Controls in nonsensitive persons vers a 
always negative, or did not show more — 3 
reactions than the oily vehicle alone. This | 
vehicle often would cause a minor papular — 
reaction after 24 hours, which usually sub- 
sided after 48 hours, sires the positive - 3 
weed reactions showéülitheir maximum after | 
48 to 72 hours. E- 
Histologically, the picture of the intra- . 
dermal tests with ragweed oil was quite - 
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E eie. Biopsies had been performed in 

three instances (Cases 1, 3, and 8) and 
= a strikingly CHE picture of lym- 
piphoeytie perivascular infiltrates in the der- 
mis without noteworthy epidermal changes. 


. Relationship of Ragweed Oil Contact 
E Dermatitis to Atopic Sensitivity.—As Jill- 
son and his co-workers 18 stated, contact 
pd >) dermatitis from ragweed oil has certain 
T. S _ characteristics which suggest “a strong pre- 

dilection for a specific type of individual.” 
- According to those authors it is the atopic 
d dividual in which ragweed oil dermatitis 
| ed develops. This is in contrast to the prevail- 
i nt opinion that ragweed oil dermatitis is 
bf ie no related in any way to atopy. However, 
_~ Brunsting *? noted more than a casual rela- 
Bhonship between ragweed contact dermatitis 
“and atopy, and the same is apparent from 
he studies of Pascher and Sulzberger, 
a ‘and Fromer and Burrage.? 





E cons recently reported the coexist- 
ence of both atopic and contact factors in 
T vo ragweed-sensitive patients with season- 
` ally aggravated dermatitis. He believes 
| these patients fulfill the criteria required 
3 tor establishing the diagnosis of both atopic 
dermatitis and contact dermatitis, with rag- 
m reed pollen implicated as the causative 
| allergen in each instance. The author con- 
: an Bier: it possible that these clinical manifes- 
d tations of both the immediate reaginic and 
the delayed types of hypersensitivity reac- 
ti ons were somehow related, although they 
om iy have occurred in the same allergic 
ds patient only by chance. Jillson, Curwen, 
| and Alexander !5 identified all six of their 
“cases of contact dermatitis from ragweed 
oi as atopic persons. Of their six cases, 
_ two showed positive whealing reactions to 
Be agweed pollen and one had a history 
s of ragweed hayfever. In my material of 16 
Ee cases, 5 patients could be classified as 
- atopics (Cases 7, 9, 14, 15, 16) although 
no attempt had been made to identify these 
= patients as atopic persons according to 
 Jillson’s standards. 

E. I may mention in this connection that 
- some patients with ragweed contact derma- 
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titis who present also atopic sensitivities, 


seem to respond better to desensitization 


with ragweed oil extracts when there is a 
concomitant desensitization to the atopic 
factors (e.g., house dust). | 


Ragweed Contact Dermatitis and Photo- 
sensitivity.—Patients suffering from rag- 
weed contact dermatitis occasionally also 
show signs of photosensitivity. Fromer and | 
Burrage ? were probably the first to stress 


. and demonstrate such a relationship. Of 


their 25 cases, 2 presented signs of photo- 
sensitivity. In one of them a sun-screening - 
agent, para-aminobenzoic acid, produced a 
dramatic result. My Case 1 demonstrates 
the presence of allergic photo-contact sensi- 
tivity to ragweed. This patient also had a 
low-grade plain dermal sensitivity to rag- 
weed, but the weeping and crusting response 
to a photo patch test with ragweed oil leaves 
no doubt that photo allergy was the main 
factor causing the severe, acute facial der- 
matitis in this case. | 


Conclusions 


Ragweed contact dermatitis (ragweed oil 
dermatitis) due to the oleoresin fraction of 
the plant must be distinguished from atopic 
ragweed dermatitis due to its protein frac- 
tion. However, ragweed contact dermatitis 
often occurs in atopic persons. Further- 
more, patients with ragweed contact derma- 
titis may also present whealing reactions to 
This seems to 
occur more often than can be explained by 
a chance coincidence. Concurrent desensi- 
tization of the atopic factor, ragweed, house 
dust,.or otherwise, seems to improve the 


results of ragweed oil desensitization in 


some of these cases. 


Dermal delayed (tuberculin- vide sensi- 
tivity often can be demonstrated in ragweed 
contact dermatitis by intradermal tests, The 
papular response to patch tests, which is 
encountered more often than a vesicular 
reaction, indicates that dermal sensitivity is 
probably the main, and at times the only, 
form of contact sensitivity responsible for 
the dermatitis. This dermal sensitivity 
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probably accounts for some of the clinical 
characteristics of ragweed contact derma- 


titis and its prolonged course. 


Photo-contact sensitivity to ragweed oil 
at times may be associated with ragweed 
contact dermatitis. 


Summary 


- Sixteen. cases of ragweed contact (oil) 
dermatitis are presented, in the majority of 
whom the presence of dermal delayed sensi- 
tivity could be demonstrated. The signifi- 
cance of this phenomenon is discussed. 


In one patient there existed also photo- 
contact sensitivity to ragweed oil. 


Marshfield Clinic, Marshfield, Wis. 
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_ The histopathology of drug eruptions was 
: - studied in an attempt to find specific changes 
- which would be of diagnostic value. Nu- 
E merous sections were examined and certain 
` salient features are presented in this paper. 
P Specifically, does a skin eruption due to a 
- drug have a characteristic histopathological 
picture? Rostenberg and Webster! state 
that if the mechanism of drug eruptions 
were better understood, more cutaneous 
"manifestations would be attributed to drugs. 
The clinical manifestations of drug erup- 
ions are multiple and have been adequately 
d I. described Because of this polymorphism, 
— no pathognomic histopathologic criterion 
M f has been recognized. 
z Gans and Steigleder? stated that the his- 
E. ologic pictures of drug eruptions always 
E. ave in common the involvement of the 
© vascular system whether the drug is ab- 
- sorbed by the intestinal tract or given by 
. parenteral i injection. 
E Beerman ê and Peterkin * were in agree- 
A. | ment that the histopathologic findings are 
B ds variable as the clinical appearance. 
E  Peterkin * mentioned the intense dilata- 
= tion of the vessels and dense inflammatory 
. edema in the upper cutis. The epidermal 
E Submitted for publication Aug. 18, 1959. 
^ E From the Dermatology Section, Medical Service, 
a - Veterans Administration Center, General Medical 


~~ and Surgical Hospital, and the Division of Derma- 


E tology, Department of Medicine, University of 
EM California Medical Center. 
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E Location of Pathology in Clinical Types 


=~ Clinical Types Epidermis Dermis Subcutis 
T Urticarial LE t 7" 
- Macular -— + — 
PB Vesieulobullous rA $ - 
- — A Lichenoid. T - 
*- Nodose — + + 
- Granulomatous -= + — 
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E _ Mistpatol of ios Eruptions 


ie | MICHAEL L. MATTE, M.D.; LOUIS H. WINER, M.D., and EDWIN T. WRIGHT, M.D., Los Angeles 


changes of spongiosis, blister formation, 
and parakeratosis are the probable result 
of the edema. The pigment in the epidermis 
is found in the basal- and prickle-cell layers 
and at times more superficial. Intracellular 
pigment is seen in the papillary and sub- 
papillary cutis. The pigment content is 
variable and does not differentiate drug 
eruptions from other  postinflammatory 
melanoses. 

Degos? wrote that the pathology is based 
on the sensitization, not of the epidermis, 
but the dermis and hypodermis, and more 
specifically on the vessels and nerves. 
Percival ê also indicates that drug eruptions 
are of vascular origin. 

Rich's* study of iodide hypersensitivity 
shows that the small arterioles in the kidney 
undergo segmental or entire circumferential 
hyaline necrosis with perivascular infiltra- 
tion of mononuclear cells and eosinophils. 
In the large arteries subintimal inflamma- 
tory infiltration 1s also present. He con- 
sidered hypersensitivity to drugs as a form 
of periarteritis nodosa. 


Klemperer ê observed that cellular migra- 
tion and fibrinoid collagen degeneration is 
provoked by physical, chemical, or infec- 
tious agents. Rich,’ French,? Lichtenstein 
and Fox,? More, McMillan, and Duff," 
have written that histopathologic changes of 
drug eruptions are characteristic but not 
pathognomic. Beerman,? Klemperer,’ and 
Seidmann '* state that in the absence of 
correlated clinical and immunological evi- 
dence, the histologic picture alone is not 
diagnostic. Intraepidermal microabscesses 
seen in bromide and iodide granulomas may 
simulate those seen in furunculosis, tubercu- 
losis verrucosa cutis, and blastomycosis. 

More, McMillan, and Duff !! believe that 
drug eruptions due to sulfonamide are poly- 
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vascular rather than a periarteritis nodosa 
as proposed by Rich. They base this obser- 
vation on the fact that vasculitis is a lesion 
found in association with many diseases of 
unrelated etiology. Danks,'? also considers 
the variation of the lesions in collagen 
dermatoses as due to a polyvasculitis rather 
than a periarteritis nodosa. He reports focal 
degeneration of tissue surrounded by a 
' histiocytic and monocytic infiltrate. Simi- 
larity of this hypersensitivity reaction to 
foreign protein or drug reaction is also 
mentioned. 


Lichtenstein and Fox,!? in their report 
on sulfathiazole reaction, show two types 
of tissue changes: focal necrosis and necro- 
tizing arterial lesions similar to periarteritis 
nodosa. They found relatively few eosino- 
phils in histological sections. The dominant 
cell in the infiltrate was the mononuclear 
cell. 


French,? in reviewing 76 fatal cases of 
drug sensitivity, reported 19 cases in which 
dermatitis was caused by sulfonamide drugs. 
Clinically and histopathologically there was 
resemblance to bullous erythema multiforme 
and erythema nodosum. The vascular in- 
volvement was not a salient feature in the 
skin, although it was found in other organs. 
The cellular infiltrate was perivascular with 
diffusion in the more severe cases. 


In a fatal case of dilantin sensitivity, 
Gropper!* showed focal necrosis of the 
liver as the cause of death without peri- 
arteritis nodosa. 


Salamon agreed with Ruiter!9? who 
divided allergic vascular changes of the skin 
into two types: the first, vasculitis allergica 
cutis, is the superficial type in which the 
arterioles and capillaries in the upper cutis 
are involved; the second type, the cutaneous 
form of periarteritis nodosa involves larger 
arteries located at the level of cutis-subcutis 
junction or below in the subcutaneous fat. 

The drug eruptions in this study cover a 
period from January, 1953, to August, 
1957. They are from two sources: the 
Veterans Administration Center Hospital at 
Los Angeles, and the private practice of one 
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of us (L. H. W.). During this period, 74 i 
cases were diagnosed as drug eruption ato 
the Veterans Hospital. Of these, 167 e 
males and 7 were females. The ages ranged — 


from 20 to 87 years. The seven most fre- — 
quent drugs and number of cases involved n 
were as follows: penicillin 118, barbiturates |. 
12, sulfisoxazole (Gantrisin) 7, sulfona- ^ 
mides 6, tetracycline 5, meralluride (Mercu- — 
hydrin) 5, and iodides 3. During this sa a 
period, 32 cases drug eruption were ob- - 
served in the private practice. Twelve of | 
these were males and 20 were females. The g 
ages ranged from 22 to 88 years. The three 
most common drugs and number of cases 
were: barbiturates 13, phenolphthalein 7, - 
penicillin 5. The clinical types of eruption — 
were macular, urticarial, vesiculo-bullous, ee 
lichenoid, nodose, and granulomatous. E 


Biopsy specimens were stained with = 5 
hemotoxylin and eosin, Verhoeff's | elastic — 
stain, Mallory's trichrome, periodic acid- E 
Schiff, thionine, and polychrome methylene | | 
blue. 3 

















The histologic listas in the epidermis - 
varied from a picture of exfoliative derma- . 
titis to that of an acute vesiculating der- - 
matitis. These consisted of parakeratosis, - 
spongiosis, and intraepidermal vesicle for- 
mation. Epidermal changes were only occa- - 
sionally seen in nodose and granulomatous . 
types of lesions. UM 


^ 


The upper third of the cutis was most. 
frequently involved. The blood vessels in - 
the cutis were hyalinized and their endothe- - 
lium proliferated inwardly so that the nuclei. 
seemed to hang into the lumen of the vessel - 
(Figs. 1, 2). The adventitia of the arteries 
showed a slight amount of edema and a 
definitive perivascular infiltrate consisting — 
predominately of lymphocytes (Fig. 3). 
When present, eosinophils were frequently _ 
located peripheral to the lymphocytic infil- . 
trate and usually diffused within the inter- 4 3 
spaces of the connective tissue fibers 
(Fig. 4). 

Occasionally the edema of the dermis — 
progressed to the point of subepidermal 
vesicle formation. This resembled idio- 
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Fig. 1—Nuclei hanging into lumen 
of vessel. 








Fig. 2.—Same as Figure 1. 





Fig. 4—Symphocytic infiltrate dif- 
fused within the interspaces of the 
connective tissue fibers. 


Fig. 3.—Perivascular infiltrate con- 
sisting largely of lymphocytes. 
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E pe erythema multiforme from which it 
E 
= could not be differentiated. 


eT 


E. Melanin was present in the upper cutis 
E within histiocytes or lying free in the inter- 


m 
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1 T spaces between the connective tissue bun- 
p= dles. 

d In the nodose type of drug eruption, the 
. vascular changes were usually in the large 
E arteries deep in the cutis or subcutaneous 

. fat. These showed periarterial invasion by 

| polymorphonuclear cells. Thickening of the 
E intima almost to occlusion of the vessel 
| ie Élümen was seen. There was a diffuse edem- 
bo . atous infiltrate within the fat lobules and 
pe Beals were seen between the fat cells. 


; EC 
Es. 


"t 
os 
> 
pc 
54 


















The granulomatous type of reaction 
. showed, in addition to hyalinization of the 
= vessels and the arterial involvement as in 
a E Y the nodose lesions, an inflammatory reaction 
vy -around the sweat glands consisting of poly- 
CM . morphonuclear leukocytes. 
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j^ The incidence, as well as the type of 
— drug-causing skin eruptions, was found to 
| ifr i in private practice as compared with 
h institutional practice. The drug causing 
Tx skin eruptions most frequently in the Vet- 
S erans Hospital was penicillin and was re- 
= sponsible for about 70% of the cases. Bar- 
| — Op were second in frequency and 
os . caused 7% of the drug eruptions. In 
private practice, barbiturates were respon- 
sible for 40% of the eruptions and peni- 
-cillin was rarely seen as the responsible 
. drug. 
E * The histopathologic criterion most fre- 
| E quently seen was the inhanging of the nuclei 
; S of the capillaries and small arterioles with 
= hyalinization of the vessel walls. Second in 
frequency of occurrence was the perivascu- 
lar lymphocytic infiltrate. In only two of 
the one hundred cases studied histologically 


1 phils present. Often they were few in 
number and dispersed between the connec- 
E tive tissue fibers at a distance from the 
perivascular lymphocytic infiltrate. 
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were massive conglomerations of eosino- 
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| ARCHIVES. OF DERMATOLOGY. 


No focal necroses were seen in the skin. 
It appears from our study that drug erup- 
tions most frequently fall in the group of 


- 


vasculitis allergica cutis of Ruiter. 


Summary 


The epidermis is usually not remarkable 
except for mild spongiosis. Severe vesiculo- 
bullous reactions may show colloquative de- . 
generation of basal cells. Special types of 
drug eruptions may show psoriasiform or 
eczematous changes (intraepidermal vesicu- 
lation). 

The primary pathology is located in the 
upper one-third and to a lesser extent the 
middle one-third of dermis. Exceptions to 
this are nodose and granulomatous types. 


The lymphocyte is the most frequently 
encountered inflammatory cell and is peri- 
vascular in location. The eosinophil may be 
present but is usually not perivascular in 
location. 

Two characteristic changes are seen in- 
the blood vessels: protrusion of endothelial 
cells into lumen and hyalinization of the 
wall. | 

The connective tissue of the dermis is 
frequently edematous in the subepidermal 
region and at times around blood vessels. 


Melanin may be seen dropping off the 
basal layer and lying free in lymph spaces 
or in histiocytes. 

Dermatology Section, Veterans Administration 
Center, Wilshire and Sawtelle Blvds. (25). 
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E Norwegian scabies is a well-defined but 
E Bog frequently reported entity. There are 
Er t only 10 cases in the American literature. 
- It was first described in Norway in 1848 
a - and a few years later Hebra! gave a full 
A | account of it in his textbook. 


— .. Clinically, Norwegian scabies presents a 
: P picture, one quite unlike ordinary 
Ep sabes The sign eclipsing all others is 
| - crusted hyperkeratosis of the palms and 
E soles, sometimes large enough to interfere 
E = with. normal movements. Oozing is a dis- 
E „agreeable feature. Additionally, there are 
ee often enormously thickened nails due to 
> massing of horny material under the nail 
> plate. Elsewhere, and distributed with 
Ee symmetry, there are less florid hyper- 
‘eratotic scaling lesions. Pachyonychia con- 
= genita and other constitutional anomalies of 
-keratinization are strongly mimicked. Sub- 
= in this picture are the multiform 
— —excoriated banal lesions of ordinary scabies 
B ossa in the usual sites. Itching, 
d however, is generally not so prominent. 
—— Frequently, almost pathognomonically, the 
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proper diagnosis is made only after a period 
of some weeks’ or months’ diagnostic floun* 
during this time the Norwegian 
scabetic may seed many cases of ordinary 
scabies among proximate patients and med- 
ical personnel.?* 

Most cases of Norwegian scabies have 
been reported among institutionalized pa- 
tients with neurologic or mental defects. 
Mongoloids are especially predisposed; 
males seem particularly susceptible. 

Microscopically, the horny layer is great- 
ly thickened and occupied by innumerable 
multistoried tunnels. These galleries repre- 
sent past or present dwelling places of all 
stages of the Sarcoptic mite. In contrast 
with ordinary scabies,"9 there may be up- 
wards of 2,000,000 adult mites in the crusts 
of the Norwegian scabetic.* 

The mite of Norwegian scabies evidently 
is the same as that which causes ordinary 
scabies, namely, Acarus scabiei.* The pecu- 
liar parasitic overgrowth in Norwegian 
scabies depends -on some sert of unique 
response of the host to the parasite, about 
which presently we know nothing. 

We wish to report four cases of Norwe- 
gian scabies that occurred in institutional- 


dering; 


ized male Mongoloids. 


* For a discussion. of. nomenclatural problems 
see Ref. 5, pp. 23-24. 


Fig. 1—A, B, C. The most characteristic lesions of Norwegian scabies are symmetrical 
crusted scaling hyperkeratoses of the palms and soles. 
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Fig. 2—(Case 2) Bi- 
opsy left nape. Numerous: 
tunnels, some containing 
mites, are situated in the 
thickened stratum cor- 
neum. There is acanthosis 
and the changes of 
chronic inflammation in 
the dermis. 


Report of Cases 


Case 1.—The patient is a 16-year-old white male 
Mongoloid with crusted lesions. General health is 
good. Laboratory tests reveal WBC: 11,350: with 
normal differential; otherwise CBC, stools, and 
urine unremarkable. 

Case 2.—The second patient, a 23-year-old white 
male Mongoloid, has crusted lesions. General health 
is good. Laboratory: CBC and urinalysis within 
normal limits; stool specimen: E. vermicularis. 

Case 3.— This patient is a 24-year-old white male 
Mongoloid with crusted lesions. General health is 
good. Blood, urine, and stool examinations within 
normal limits. 

Case 4.—The patient is a 42-year-old white 


male Mongoloid with crusted lesions. General 
health is good. Laboratory tests reveal WBC 
20,300 with 85% polymorphonuclears, 13% 


lymphocytes, and 2% monocytes. Urine, stools, and 
rest of CBC were within normal limits. 

‘The crusted lesions involved the entire body 
excepting only the face and anterior scalp. The 
most dramatic changes were to be seen on the 
palms and soles. 

All four patients had been treated at least once 
in the past ten years for ordinary scabies. Over 
a period of one to two years they had been followed 
by physicians, including one of us (A. M.K.) for 
a puzzling keratotic disorder. Many exotic labels 
had been suggested. A bagful of nonscabetic 
remedies had failed to halt the progress of their 
disease. à 

About this time there was a marked increase in 
the number of cases of ordinary scabies at the 
institution. Where previously there had been only 
an occasional infestation, now there were con- 
tinually 20 to 30 active cases among the several 
hundred boys, that is, a first class epizootic. In 
retrospect, it was noted that most of these 
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cases occurred-in the three cottages which housed - P | 
the Norwegian scabetics. . ET 


" 


The diagnosis finally was made in October, 1958. E 5 
The four cases were immediately isolated and | * 
treatment begun. The first week's therapy consisted _ 
of daily soaks and scrubs followed by the applica- 
tion of 25% benzylbenzoate in tincture of green - 
soap. Then followed four weeks of daily inunctions - 
of sulphur ointment (4%) to clinically apparent 
lesions. By that time the disease showed no activi p 
and the patients were pronounced cured. De: t | 
has been no relapse (last examination April, 1959). 


Coincident with the isolation and treatment. of. 
these four patients, the number of cases a 
ordinary scabies at the institution declined "s 
March and April, 1959, surveys of all of the cot- - 


^e 
tages failed to disclose any new cases. A 
EEA t 
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Conclusion Er. 


ED 


The diagnosis of Norwegian scabies does | 
not depend on the apprehension of subtle | 
differences. Once considered it is quickly 
affirmed or discarded on the basis of me 
microscopic examination of scrapings of . 
horny material: no mites, no Norwegian | B. 
scabies. An unexplained endemic of ordi- NS 
nary scabies among the institutionalized ...^ 
that does not respond to the usual measures - 
should alert one to the possibility of a 9 ~ 
reservoir of infestation in an unrecognized - 
Norwegian scabetic. Norwegian scabies | 
should be considered in the differential di- ne 
agnosis of hyperkeratotic, crusted eruptions — 
of the palms and soles, especially in patients 
with concurrent neurologic or mental pa- `m 
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Biology. The disease Pai well to in- 
| tensive therapy with scabicides. 
| A: ak 
Summary 


a Four cases of Norwegian sabia in insti- 


_ They caused an epidemic of ordinary scabies 
Et the institution. This epidemic subsi iT 
n nly after isolation and treatment of th 





orwegian scabetics. 
“The pathology and diagnosis of Matec 
ga scabies is discussed. - 


| University Hospital, Department of Derma- 


1 (os 36th and Spruce St. (4). 
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Sarcoid Granulomas After Intradermal Tuberculin in ; 


Normal Human Skin 





HARRY J. HURLEY, M.D., D.Sc. (Med.), and WALTER B. SHELLEY, M.D., Ph.D., Philadelphia 


* Over the years, a number of reports have 
appeared in the literature concerning the 
occasional development of persistent epi- 
thelioid granulomas at tuberculin skin test 
sites. These granulomas were delayed in 
appearance, usually at two to four weeks 
after the injection, and have followed the 
use of the purified protein derivative (PPD) 
of the tubercle bacillus as well as old tuber- 
culin (OT). Histologically, these reactions 
have been described as “sarcoid,” “tubercu- 
loid,” or actually resembling the granulomas 
of tuberculosis. No correlation between the 
development of this granulomatous change 
and the presence of active tuberculosis or 
other granulomatous disease could be made, 
however, and the reaction seemed to appear 
as readily in normals as in tuberculous pa- 
tients. 

There has been no satisfactory explana- 
tion of the pathogenesis of this gran- 
ulomatous change. Contamination of the 
tuberculin test material and excessive tis- 
sue destruction, secondary to intense inflam- 
mation resulting from the tuberculin (48- 
hour) response, have been considered. 
Pascher, Sulzberger, and Satenstein invoked 
allergy in their interpretation of this reac- 
tion, although the precise mechanism was 
not made clear. In general, they related 
this peculiar granulomatous response to the 
48-hour tuberculin allergy. 
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In the following report we have described 


our studies of the persistent epithelioid E 


J 
IBr- 
* A» : 


- 


Abt! 


granulomas that develop in certain individ- — . 


uals 


due to contamination of the test material or 


secondary to tissue destruction, but may 
well be allergic granulomas whose patho- 
genesis is comparable to that of zirconium — 


granulomas * described below. 


In 1957 we demonstrated that sarcoid 


granulomas could be produced in the human 


skin of susceptible individuals as a result — 


of a delayed allergic hypersensitivity reac- 
tion to the metal zirconium.* Originally 


sensitized through the use of zirconium- |. 


containing deodorants, these patients would 


respond with a local sarcoid granuloma to — - 
skin test doses of as little as 0.2ug. of any 
water-soluble zirconium salt. Characteristi- - 


cally, no significant change was seen at the 
test sites at 48-72 hours, but within three 
to five weeks a granulomatous reaction de- 
veloped and would persist for a few months 
to a year or more. It is to be stressed that 


these patients were otherwise normal and 


healthy without evidence of any other gran- 
ulomatous disease and with no correlation 
of this reaction with tuberculin skin test 


reactivity. Moreover, they did not react 


abnormally or distinctively to nonallergic 
granulomagenic stimuli, such as sodium 
stearate.? Control injections of other metals 
and inorganic elements in these zirconium- 
sensitive patients, as well as in many normal 
healthy volunteers, were negative. All of 
these data verified the specificity of this 
distinctive allergic response. This was the 
first demonstration im man that allergic 
hypersensitivity to a pure chemical could 
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following intradermal injection of - 
PPD. As a result of these studies we have - 
concluded that these granulomas are not 
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be responsible for the development of a 
granulomatous change. 

In addition to the observations on zir- 
conium granulomas, the literature contains 
other evidence indicating the existence of 
a special type of allergy which results in 
epithelioid granulomas, In recent years it 
has been demonstrated that in animals 
sensitized to a foreign protein the subse- 
quent injection of that protein may give 
rise to extensive granulomatous changes.9* 
In some instances, specific antibody demon- 
stration has apparently been achieved as 
well Sneddon elicited delayed local gran- 
ulomas in patients with berylliosis, three 
weeks after patch testing with 1% beryllium 
sulfate. Although no intradermal tests with 
appropriate dilutions of beryllium salts were 


. done, we would view the patch-test granu- 
— lomas in such patients as an indication of 
- their hypersensitivity to beryllium which 


manifested itself as a sarcoid granuloma. 
The patch test duplicated the histopathologic 
pattern characteristic of the disease, beryl- 
liosis. In patients with sarcoidosis, the intra- 
dermal injection of a 10% saline extract of 
sarcoidosis tissue, usually lymph node or 
spleen, results in the development of a local 
-sarcoid granuloma at three to five weeks.? 
No change is evident at the test site before 


. this time. Unfortunately, this test (Kveim 


test) has often lead to erratic and negative 
results, probably because preparation and 
standardization of the antigen are difficult. 
Actually, the granulomagenic agent within 
the test preparations (Kveim antigen) has 
not yet been identifed. In addition, in 
tuberculoid leprosy, but not in the leproma- 
tous form of the disease, the intradermal 
injection of an extract of the Myobacterium 
leprae will result similarly in a local sarcoid 
granuloma at three to five weeks.’ It is 
thought that such patients with tuberculoid 
leprosy are specially prepared immunolog- 
ically to react in this distinctive manner. 
The specific antigenic component of the 
lepra bacillus which excites this delayed 
granulomatous response has also defied 
separation and identification, although it is 
presumed by many to be protein in nature. 
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The fundamental similarity of the skin test 
reactions in berylliosis, sarcoidosis, tubercu- 
loid leprosy, and zirconium granulomatoses 
supports the thesis that a special form of 
granulomatous hypersensitivity exists and 
is operative in the pathogenesis of these 
diseases. 


Methods and Materials 


Fifty normal, healthy Negro male volunteers, 
ranging in age from 22 to 60 years, were em- 
ployed in this study. Commercially available PPD 
of the tubercle bacillus was used throughout these 
experiments. The diluent employed was sterile 
isotonic saline, not that which is routinely supplied 
with the PPD. Skin tests were done on the fore- 
arm and the dose given was 0.05 cc., in contrast 
to the 0.1 cc. normally employed in routine tu- 
berculin skin testing. Control injections of 0.05 
cc. of the isotonic saline were given routinely on 
the opposite forearm. The skin test sites were 
observed at 48 hours and then weekly for four to 
five weeks. The 48-hour reactions were graded 
roughly as +1, +2, +3, or +4, according to the 
intensity of the response. Clinical changes, such 
as vesiculation or bulla formation, were noted 
also. The four-week reactions were graded simi- 
larly. Questionable or very faintly palpable reac- 
tions were recorded as negative. Biopsies of 
selected sites were taken at 48-72 hours and at 
four weeks. Tissue was stained with hematoxylin 
and eosin or by the Van Gieson technique after 
formalin fixation. 


Observations 


Incidence of Granulomatous Response to 
First Strength PPD.—All 50 men were 
tested with first strength PPD initially. The 
control injection sites were devoid of clinical 
change throughout the entire four-week 
observation period. There was a reasonable 
degree of variation in the intensity of the 
48-hour tuberculin responses. Fourteen of 
the subjects failed to react to this strength 
tuberculin. Five of the subjects demon- 
strated a painless papule persisting through 
four weeks. Biopsies of these papules 
revealed focal epithelioid granulomatous 
change in each. Central necrosis was absent 
in these granulomas, and the number of 
associated inflammatory cells varied among 
the four subjects. In two of the men very 
few round cells were visualized (Fig. 1). 
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In the other three, however. a moderate 


number of chronic inflammatory cells were 
noted, often arranged peripheral to the epi- 
thelioid cells (Fig. 2). 

Additional skin tests with first strength 
PPD were done in four of these five sub- 
jects who had developed the granulomatous 
reactions. The fifth subject was unavailable 
for further study. Four additional tests were 
done in each subject. Two of these tests 
were done one week later, and two addi- 
tional given two weeks 


injections were 


Fig. 2.— Tuberculoid 


granuloma at four weeks 


after intradermal injec- 
tion of first-strength 
PPD. The above photo- 


graph represents the his- 
tological appearance of a 
papule which persisted 
through four weeks after 
the intradermal injection 
of first-strength PPD. 
Note the  tuberculoid 
granulomatous patterning 
with a sheath of inflam- 
matory cells surrounding 
the epithelioid cells. Com- 
pare with Figures 1 and 
3. The overall pattern is 
fundamentally comparable 
except for the inflamma- 


tory cell infiltrate. Re- 
duced 17% from mag. 
x 158. 
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Fig. l.—Sarcoid granu- 
loma at four weeks after 
first strength PPD. 0.05 
cc. first-strength PPD in- 
jected intradermally in the 
forearm produced a 1+ 
erythematous papule at 
48 hours. At four weeks 
a firm, painless papule 
was noted. On biopsy the 
epithelioid 
granulomatous patterning 
was evident. Note the lack 
of central 


above focal 


necrosis and 
minimum of associated in- 
flammatory cells consist- 
ent with the diagnosis of 


sarcoid granuloma, Re- 


duced 17% from mag. 
X 158. 
later. At 72 hours, the reactions were 


equivalent in intensity to those of the initial 
tuberculin tests. Biopsies of these sites re- 
vealed acute inflammatory changes, with 
edema of the corium, round-cell infiltration, 
principally perivascular, some spongiosis, 
and occasional tiny intraepidermal vesicle 
formation. No epithelioid cell change was 
evident at this time. At’ four weeks, firm 
papules again were noted at these sites in 
each of these subjects. Biopsy revealed epi- 


thelioid granulomas similar to what was 
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Fig. 3.—Sarcoid granu- 
loma at six weeks after 
first-strength PPD. In 
one subject in whom, at 
the site of a first-strength 
PPD intradermal 
tion, a papule 
through six weeks, biopsy 
revealed the above sarcoid 
Note the de- 
creased number of inflam- 
matory cells at this time 
as compared with 


injec- 
persisted 


granuloma. 


'arlier 
granuloma shown in Fig- 
ure 1. Reduced 17% from 


mag. X 165. 


described above. In two of the subjects the 
remaining PPD papules became impalpable 
within four and one-half to five weeks. In 
the other two, however, a palpable lesion 
was present at seven to eight weeks, al- 
though the lesions were resolving slowly. 
At six weeks, biopsy of one papule of one 
subject revealed a sarcoid granulomatous 
patterning, with very few inflammatory 
cells ( Fig. 3). The number of inflammatory 
cells than at the four-week 


was fewer 
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period. Biopsy at eight weeks of a faint 
residual papule, at a skin test site of the 
other subject, revealed a late sarcoid reac- 
tion with evidence of reticulum fiber forma- 
tion, This is nicely illustrated in Figure 4. 
Over the course of the next six to nine 
months, the four subjects in whom the gran- 
ulomas developed received three additional 
first-strength tuberculin tests to confirm the 
specificity of their distinctive reactivity. In 
each subject, reactions of a quality and 


Fig. 4.— Late sarcoid 
reaction eight weeks after 
intradermal first-strength 
PPD. Eight weeks fol- 
lowing 0.05 cc. of first 
strength PPD a small re- 
solving papule was re- 
moved for histological 
study, The above picture 
with 


focal arrangement 


of nests of epithelioid 
cells was seen. Presence 
of increased numbers of 
reticulum fibers indicating 
apparent involution of the 
granuloma is noted. Re- 
duced 17% 


x. 160. 


from mag. 
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intensity comparable to that which had been 
noted after the first tuberculin test, were 
seen. 

In fifteen of the subjects who failed to 
develop a persistent papule, biopsy speci- 
mens of test sites at the four-week period 
were secured. These revealed only varying 
degrees of perivascular round-cell infiltra- 
tion with no evidence of granulomatous 
change. Included in this group of fifteen 
subjects were those with clinically mild 
tuberculin reactions, as well as those with 
intense responses at 48 hours. It should be 
stressed that no definite correlation could 
be made between the intensity of the 48- 
hour tuberculin reaction and the develop- 
ment of granulomas at these test sites. 
Several subjects who manifested intense 
48-hour tuberculin reactions failed to de- 
velop any persistent granuloma. Moreover, 
in the four subjects who did develop a local 
granuloma at the tuberculin test sites, the 
72-hour response varied from +1 to +3. 
None of the subjects with negative 48-hour 
tuberculin reactions developed a delayed 
granulomatous change. 

Effect of Increased Concentration of 
PPD.—In an effort to enhance or potentiate 
the granulomatous response to PPD, it was 
decided to examine the effect of increased 
concentration of PPD. Injections of PPD, 
0.05 cc., in concentrations as indicated be- 
low, were given on the forearms of three 
of the four special subjects who had devel- 
oped granulomas to first-strength PPD and 
to six control subjects who failed to show 
granulomatous change after tuberculin. 

l. First strength PPD (1:5,000,000) 

2. Intermediate Strength PPD (1 :2,500,- 

000) 

3. Second Strength PPD (1:20,000) 

4. Third Strength PPD (1:10,000) 

These injections were not all given simul- 
taneously, but rather at two-week intervals. 
In only three subjects were we able to pro- 
ceed with the third-strength tuberculin in- 
jections. Two of these were granuloma 
subjects and one was a control who had 
been negative to first-strength PPD, but 
had reacted to second-strength PPD. 
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In all of the subjects treated it was note d 
that the 48-hour responses were more in- 
tense with the increasing concentrations of 
tuberculin. However, persistent papules 
failed to develop in the six control sub- 
jects, regardless of the concentration em- i 
ployed and despite intense 48-hour reactions, . E 
including vesiculation. The three granuloma 
patients all again responded with local. E j 
granulomatous reactions at each of the in-. 
jection sites. Increasing the concentration - 
resulted in more intense 48-hour responses 
in these subjects. In addition, the lata a 
(four-week) papules were larger with in- - 
creasing concentrations of PPD. Histolog- . 
ically, some variation in size of the reactions | 
was noted as well. However, these quantita- —. 
tive differences were not remarkable consid- — 
ering the great increase in the concentration - 3 
of the PPD. Furthermore, histologically, — TH 3 
there were no fundamental qualitative dif- | 
ferences in the type of reactions seen through — 
all concentrations employed. For each sup 
ject the granulomatous change was constant - 
for all of the concentrations. Sarcoid or 
tuberculoid granulomatous patterning was > 
visualized as in the earlier studies (Fig. L 
1-4). It was concluded that increasing the - 
concentration of the PPD, within the limits b. 
allowed, did not of itself provoke gran- - 
ulomas in subjects in whom weaker con- 
centrations failed to induce this change. 
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Comment 


On the basis of these studies, it seems - 
possible to separate the classical 48-hour - 
tuberculin response from a delayed gran- 4 
ulomatous reaction to the same substance: Bs 
the purified protein derivative of the tubercle | 
bacillus. This granulomatous change did not 
develop in everyone, but rather in a limited d 3 
number of individuals, 10% of our experi- — 3 
mental group of 50 adult Negro males. It .— 
is to be stressed that these people were B 
healthy, without evidence of active tubercu- 
losis, sarcoidosis, or other disease. There 
was no correlation of the granulomatous ^| 
reaction with that of the 48-hour response.  . 
Indeed, subjects with intense 48-hour tu-  - 
berculin reactions failed to develop the — 
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Furthermore, increasing the 


- granulomas. 
- concentration of PPD in these individuals 


. failed to provoke this granulomatous reac- 
Bion. despite more intense 48-hour tubercu- 
jin reactions. This, plus the lack of extensive 


tissue necrosis histologically in the gran- 
-ulomatous lesions, supports the view that 


such granulomas were not secondary to in- 
- tense inflammation and tissue destruction 
- due to tuberculin (48-hour) reactions. In 
. this regard, it should be reiterated that these 
skin test injections were given intradermally 


E and not subcutaneously. It has been known 


ES 
et 


for some time that the subcutaneous injec- 


a > 
EC ‘tion of many substances, including tubercu- 


PM 


T 


d ES 


lin, may produce an intense inflammatory 
- reaction with apparent release of lipids from 
lihe subcutaneous fat, and subsequent gran- 
. uloma formation.!! It seems clear, also, that 


E contamination of the PPD test material 
B could not account for this reaction, The 


B control injections of the diluent were uni- 


E formly negative throughout all of these 
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ent for beryllium, 
— failed to reveal any significant quantities of 
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_ these or other metals. 
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studies, and repeated testing with different 


E samples of PPD failed to alter the response 


or lack or response in the various subjects. 


Finally, spectrographic analysis of the dilu- 
zirconium, and silicon 


Accordingly, it is necessary to look for 


4 some other explanation for these gran- 


ERA, - 


. ulomas. It is our view that they may well be 


E "the result of a special type of allergic hy- 


_ persensitivity analogous to that of patients 


E. with zirconium and other sarcoid gran- 


ulomas. In support of this is the delayed 


sarcoid granulomas, the limitation of the 
response to a few people, the reproducibility 
of the reaction in these individuals, and 
the fact that this reaction developed in re- 
sponse to as little as 0.000025 mg. of PPD. 
Increasing the concentration of PPD could 
conceivably call forth the granulomatous 
reactivity in other individuals, although we 
were unable to achieve this in the subjects 
tested and the intensity of the 48-hour reac- 
tions prohibited any further increase in 
PPD concentration. In this regard, it should 
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be recalled that the concentration of zir- 
conium required to elicit the granulomatous 
responses in susceptible patients was gen- 
erally in the range of 1:10,000 (0.002 mg.), 
although some individuals reacted to weaker 
concentrations. 

It is tempting to theorize on the possible 
importance of this granuloma hypersensi- 


tivity to PPD in the pathogenesis of the 


granulomas of active tuberculosis. Rich has 
stressed that this facet of the pathogenesis 
of tuberculosis has not been satisfactorily 
elucidated to date on the basis of release 
of lipids from the organisms themselves, or 
as a result of tissue injury." It is well to 
note, also, that PPD is but one of at least 
seven antigenic substances that have been 
isolated from the tubercle bacillus.? Al- 
though their antigenic capacities vary, any 
or all of these antigens should be suspect 
in the analysis of the possible role of gran- 
uloma hypersensitivity in the pathogenesis 
of this disease. The fact that epithelioid 
granulomas have been described after BCG 
inoculations is of interest in this regard." 

In recent years, it has become increasing- 
ly evident that the tubercle bacillus is of 
much less importance as a possible cause of 
sarcoidosis than was once thought. This 
despite a number of reports which seemed 
to relate this organism to sarcoidosis. The 
development of active tuberculosis in pa- 
tients with sarcoidosis has been described 
on several occasions.!^!!? Conversely, the 
apparent progression from culture-proved 
tuberculosis to frank sarcoidosis has also 
been recorded.!*!9 A loss of tuberculin skin 
test reactivity has apparently accompanied 
this transition. In at least one report of 
such a case, a granulomatous papule devel- 
oping at four to five weeks following an 
intradermal tuberculin test was described.!* 
The author concluded that his patient had 
sarcoidosis due to the tubercle bacillus. On 
the basis of this one case he postulated fur- 
ther that all cases of sarcoidosis were related 
etiologically to the tubercle bacillus. A later 
study by Bjornstad negated the latter con- 
cept, since he demonstrated that such gran- 
ulomatous reactions to tuberculin may occur 
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in normals, as well as in patients with 
sarcoidosis. In the light of this evidence 
it has been difficult to assign any special 
significance to the epithelioid granulomas 
which may develop after intradermal PPD. 
However, current thinking dictates that 
sarcoid granulomas represent not a single 
disease entity, but rather a reaction pattern 


. which may be produced by any number of 


agents. As we indicated earlier, this reac- 
tion may be induced by a variety of sub- 
stances through the mechanism of a newly 
described type of hypersensitivity which 
manifests itself as a granuloma. It would 
seem judicious to reevaluate the importance 
of the tubercle bacillus in the pathogenesis 
of sarcoidosis in terms of this new concept. 
It is unlikely, however, that the tubercle 
bacillus, or one of its antigenic components, 
would be a common cause of this disease. 


Summary and Conclusions 


The development of delayed (four weeks), 
palpable, epithelioid granulomas at sites of 
intradermal injections of first-strength tu- 
berculin (PPD) is described. Such clinically 
evident granulomas were elicited in 5 of 
50 healthy adult males so tested. Histolog- 
ically, sarcoid or tuberculoid granulomatous 
patterning was visualized. It was stressed 
that these reactions were to a highly purified 
crystalline material, and no correlation 
could be made between the intensity of the 
48-hour tuberculin response and the devel- 
opment of the granulomas. Further testing 
revealed that this reactivity was limited to 
these few men, and was consistently repro- 
ducible in each. Moreover, increasing the 
concentration of PPD did not induce gran- 
ulomas in individuals in whom weaker 
concentrations had failed to stimulate such 
a reaction. 

It was concluded that the development 
of these epithelioid granulomas could not 
be accounted for on the basis of tissue de- 
struction or contamination of the PPD test 
material. It was postulated that allergic 
hypersensitivity could induce this granulo- 
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matous change in a manner analogous to - 
that of the zirconium granulomas. The pos- 
sible importance of this reactivity in the 
pathogenesis of tuberculoid granulomas and. 
sarcoidosis 1s discussed. 1 
Photographs were taken by Mr. Edward Glifort; E 


Hahnemann Medical College and Hospital, 230 
North Broad St. (2). sa 
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Behcet’s Disease as a Multiple Symptom Complex 


Report of Ten Cases 


CHAIM BERLIN, M.D., Tel Aviv, Israel 


A voluminous literature has accumulated 
since Halusi Behcet! two decades ago in 
several publications called attention to the 
morbid entity of recurrent attacks of ulcera- 
tive changes in the eyes, mouth, and geni- 
talia. Soon it became certain that besides 
the three manifestations, which are not al- 
ways fully evident, other signs may be 
present in the blood vessels, skin, joints, 
and viscera, and the disease cannot be re- 
garded anymore as a triple symptom com- 
plex but as a complex of diverse symptoms. 

Many observers maintain that the disease 
is more prevalent in the Middle East, espe- 
cially in the Eastern Mediterranean area. 
Feigenbaum * found that the full picture 
of this new syndrome was described by 
Hippocrates in his third book of endemic 
diseases. 

During the last 20 years I have had the 
opportunity to observe 10 cases of Bechet's 
disease. The diagnosis was made when two 
of the three cardinal symptoms were evident 
and at least one of the other symptoms 
which according to the literature were rec- 
ognized as belonging to this disease, such 
as pyoderma, nodose lesions, thrombophle- 
bitis, arthropathy, neurologic, or visceral 
manifestations. 

The peculiar reactivity of the skin mani- 
fested by a positive reaction to an intra- 
cutaneous injection. of saline and the 
appearance of a papule or pustule after a 
needle puncture deserves attention as being 
of diagnostic significance. This phenom- 
enon was first observed by Blobner? and 
Jensen? and especially emphasized by 
Katzenellenbogen * and others. France et 
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al! and Jadassohn et al.!? did not observe | i 
a positive reaction to saline injection in their a 
patients. Eight of my patients who were | 
tested reacted positively. E 5 


Two cases recently observed are de- t 
scribed here in detail because of the diffi- s 
culties in establishing the diagnosis at the. 
beginning of the manifestations of the dis T 
ease. 

Report of Cases E 3 | 

Case L—A 26-year-old married man emigrated E 
from Greece 11 years ago, was admitted to the EA 
Hadassah Hospital (Service Dr. N. Wolff) on ht 
Feb. 25, 1957, because of swelling of the right 
thigh accompanied by fever. He first experienced | 
pain of the affected limb several months previously, - $ ^ 
but he continued to work as a chauffeur. The past - 
history revealed an urethritis nine years T€ 
which was conteanes Ape several Bertone 
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cm. larger in circumference than the left; the area F 
of vena femoralis was particularly tender. The - 
routine laboratory studies were normal except fo 3 
an elevation of the sedimentation rate and a 
moderate leukocytosis. Marrow aspiration was. 
normal. Roentgenograms of the thorax, pelvis, y 4 
colon, and thighs were normal, as. were the electro- _ 
cardiogram and the oscillometric measurements in 
the lower extremities. The diagnosis of thrombo- — 
phlebitis of vena femoralis was suggested. Bishy- | 
droxy coumarin (Dicumarol) was given and . 
gradual improvement of the condition occurred. a 


"E 


On the seventh day the patient developed a 
stomatitis, which was soon controlled. He was. 
released on the 30th day of hospital stay. 4 


Two weeks later he suddenly developed uveitis. 
In addition, the left testicle became swollen. He 4 
was admitted to the Dermatologic Department of - 
the hospital on April 15, 1957, E 


There was an acute left epididymitis without any | T 
signs of urethritis. An ophthalmologic examination — 
by Dr. E. Sinai revealed vision normal. There were b 
slight changes of the anterior chamber and vitreous, | D. 
resulting apparently from the healed uveitis. The TH 
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= fundus was normal. There were no signs of throm- 
» E bophlebitis, but the patient complained of pain in 
a the right knee. On the lower fourth of the right 

_ leg there was a subcutaneous nodule about 2 cm. 
d = in diameter, occasionally painful and slightly tender 
— to touch. On the shoulders, back, abdomen, and 
E buttocks there were a number of papules, pustules, 
m and follicular lesions, some of them of the appear- 
V ance of acne vulgaris but without comedones. There 
. was no apparent adenopathy. Examination of the 
5 is internal organs and the nervous system showed 
- no abnormality. The prostate was not enlarged 
EC and prostatic smear was negative. Urine showed 
— — 1-4 albumin and occasional white blood cells. The 
= sedimentation rate on two occasions was 30 to 35 
E minutes (Linzenmeir). An intradermal injection 

- of 0.1 cm. saline showed a slight redness. 

3 Behcet's syndrome was diagnosed and tetracycline 

E (Achromycin) 1.5 grains daily was given. The 
. epididymitis was quickly controlled and the sub- 
| cutaneous nodule disappeared. 

After 17 days the patient was discharged; he 
E was readmitted after four weeks with an exacerba- 
Be tion of his illness. 

The eye condition was now, and remained, the 
| outstanding feature of the clinical picture. The 
ophthalmologist diagnosed iridocyclitis with hy- 
 popyon of both eyes. The patient remained in the 
4 hospital for 55 days. Scattered over the body 

- there were papular and follicular lesions in various 

stages. The genitals remained free. Cutaneous- 
4 ; — subcutaneous nodules the size of a bean to a hazel- 
mut developed and disappeared, lasting a few days 
or weeks. From time to time he complained of 

P pain in the right knee. In the mouth there were 
E superficial tiny ulcerations, which did 
— not hurt him. The patient was very nervous and 
t a suffered from periodic severe frontal headaches. 
E. - Repeated neurologic examinations and an electro- 


~ .cephalogram were negative. 
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The eyes improved considerably after 100 mg. 
cortisone daily, and he was discharged with a 
— maintenance dose of 50 mg. A follow-up examina- 
—— tion revealed that the eye disease remained the 
~~ leading symptom, which was more or less con- 
. trolled by cortisone. 


~~ ‘Case 2.—A 25-year-old Iraqi Jew was admitted 
to the Dermatologic Department on May 6, 1958, 
— because of erythematous nodules accompanied by 
E fever. He stated that for the past four years he 
had suffered from frequent furuncles, skin ulcera- 
-— tions, and occasional sores in the mouth. In addi- 
tion, during the last three months red patches 
appeared on the limbs several times, lasting a 
.. week or two. 

— On examination a number of lesions of the type 
- . of erythema nodosum were seen on the thighs and 
- legs. Scattered sparsely on the body there were 
= several small furuncles and folliculitis. On the 
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upper lip a distinct aphtha was visible. The patient 
stated that similar lesions appeared several times 
on the scrotum. The internal organs, the nervous 
system, and the eyes showed no abnormalities. The 
urine revealed a trace of albumin, which was a 
constant finding during his hospital stay. The 
sedimentation rate was slightly elevated. Other 
laboratory findings, including blood count, blood 
chemistry, electrophoretic pattern, and liver func- 
tion, were normal. A roentgenogram of the chest 
was normal. A biopsy specimen from a nodular 
lesion (Dr. M. Loewenthal) showed slight hyper- 
keratosis and acanthosis; the dermis was fibrotic. 
Around several blood vessels there were a few 
lymphocytes and plasma cells. No changes were 
found in the blood vessels. An intradermal injection 
of 0.1 saline was strongly positive. 


A diagnosis of Behcet’s disease was considered. 


During the six weeks’ hospitalization there con- 
tinued to appear furuncles and subcutaneous skin— 
colored and erythematous indurations of the size 
of a bean or nut. On the left leg a tender firm 
subcutaneous cord once developed, which was 
diagnosed as a thrombophlebitis. 


Autogenous staphylococcus vaccine was given 
subcutaneously every third or fourth day for five 
weeks with little benefit. On the site of injection 
a pustule or folliculitis always developed. The pa- 
tient was discharged. 


A follow-up examination disclosed that three 
months after his dismissal he was admitted for 
two weeks to another hospital for a thrombophle- 
bitis of the left leg. 

These two cases are included with eight 
others previously observed in the accom- 
panying table. 

All the patients were Jews, mostly of 
poor economic status and of doubtful hy- 
gienic habits. Four were born in this 
country and among them were a brother and 
a sister, two in Greece, two in Iraq, one in 
Yemen, and one in England. Seven were 
males and three were females. The pre- 
ponderance of males is in accord with the 
experience in the literature. When first 
seen, 1 to 18 years after the beginning of 
the disease, the patients were 19 to 42 years 
of age. They remained under observation 
from 2 to 20 years. It was not possible to 
follow two patients completely. One of 
them died; the cause was difficult to deter- 
mine. 


The disease is chronic, of several or mul- 
tiple symptoms, appearing separately or 
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BEHCET'S DISEASE—MULTIPLE SYMPTOMS 


Clinical Features in Ten Cases of Behcet's Disease 
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* The case was described in Arch. Dermat, & Syph. 47: 227, 1944. 
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coincidentally, and recurring irregularly a 
frequent or rare intervals. 
Eyes.— The eye symptoms are the mos 
important and most disabling manifestation 
of the syndrome. They may lead to severe | 
visual damage and even to total blindness. - 
Various types of changes are reported in 
the literature, from simple conjunctivitis to : 
hemorrhagic neuroretinitis and atrophy o 
the optic nerve. The commonest featur 
is iridocyclitis or uveitis with hypopyon,. 
which was the finding in four patients. Two 
suffered from conjunctivitis and one fror n 
trachoma. Three patients were free from. 
ocular symptoms after an observation of 2 
to 10 years. It is only a theoretical question 
if they will eventually develop. Bechet's. 
disease can exist without ocular symptoms. | 
Mouth.—Oral symptoms are very promi- | 
nent; they are the principal and often the | 
initial manifestation of the disease. I do 4 
not recall from the literature a case without 
the involvement of the oral cavity. All pa- k- 
tients of this series had oral manifestations - | 
at some time during the course of the dis- - 
ease. The most common were aphthous le- - 
sions, sometimes preceded by nodules | 
exhibiting the picture of peridentitis mucosa S r 
necrotica (Sutton). Two of the patients 
had only occasional aphthae and frequently 
complained of a burning sensation in the 
mouth. Close examination revealed punc- 
tate red or grayish superficial lesions on 
the tip and lateral margins of the tongue. P. 
Genitalia. —The lesions here appear in | 
form of red macules, papules, folliculitis, . 
pustules, and  aphthous ulcerations. Me 
women the picture resembles ulcus vulvae 
actum (Lipschuetz). In general the genitali 
lesions are often similar to the pyoderma EU. 
forms encountered on the body. 
Pyoderma.—This is a constant and out- ` 
standing symptom of the disease and it | 
should be considered as a cardinal em. E. 
It is also mentioned by Hippocrates? It . 
was found in all the patients of this series in- 
its various forms: pustules, impetigo, super- - 
ficial and deep folliculitis, furuncles, cellu- - 
litis, and' simple ulcerations.  Acne-like - 


lesions which are mentioned in the literature E 
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7 - folliculitis. In our cases the acne-like lesions 


-. were not preceded by comedones. 
4 3 d Nodose Lesions.—Cutaneous and subcu- 


E 3 _ taneous nodules are commonly encountered 
— in Behcet’s disease. They occur singly, a 
D. few or many anywhere on the body and 
: X predominantly on the lower extremities and 
E are at times accompanied by fever. They 
E are colorless or red and vary in size from 
su a bean to an apple. They are often de- 
4 scribed as erythema nodosum-like lesions, 
ms M their pathogenesis is uncertain. Vilanova 
= and Pinol Aguade ™ suggest the name: le- 
B ‘sions of the type of nodular vasculitis. In 
d x Six cases which they studied histologically 
^ a ; at different developmental stages they found 
v moderate fibroblastic proliferation in the 
P cutis and perivascular infiltration and ne- 
E -crosis in subcutis. Other investigators 
| France et al,!! Thomas! and Forman ™® 
EC found changes in the blood vessels, espe- 
~ „cially veins. In my series nodose lesions 
^ were Observed in five cases and in two of 
2d them the nodules were skin-colored, almost 
E  nontender, and were scarcely noticed by the 
ia _ patients. Histologic examination in two 
; b. cases showed perivascular infiltrate, but the 
_ blood vessels were normal. 


- Thrombophlebitis—Out of 33 cases of 
Pra cheet’s disease which France et al. col- 
Piected from the literature, 9 had throm- 
E. B bophiebitis At the llth [International 
m M oetoloeic Congress in Stockholm, 1957, 
— Former reported on a 10-year-old girl with 
.. thrombophlebitis of the vena cava inferior. 
E The author expressed the view that migra- 
cM - tory thrombophlebitis represents the patho- 
E 
© logic basis of Behcet’s disease. In my series 
- thrombophlebitis was clinically evident in 
P "three cases. In Case 9 it was the initial 
:»- symptom. In Case 11° thrombotic alter- 
-. ations were found histologically in a genital 
— lesion, but no special attention was then 

= given to this finding. 

E Arthralgia or Arthritis.—The incidence 
— of joint involvement is rather high. In a 
~ group of 20 cases, described by Sezer !* all 
. suffered from vague joint symptoms. Three 
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d in connection with this disease are probably. 


of my own cases complained of transient 
intermittent joint pains with or without ob- 
jective signs. In Patient 5 migrating poly- 
arthritis was the most prominent symptom 
of the disease. 

Neurologic Manifestations—The prog- 
nostically most important feature of 
Behcet's disease is the involvement of the 
central nervous system. Out of 19 cases ob- 
served in the literature 135 6 ended fatally 
and among them Case 1 of this series. The 
neurologic symptoms are manifold, often of 
the type of multiple sclerosis. The other 
nine cases were carefully investigated by 
neurologists. Except for episodes of severe 
headache in Cases 8 and 9, there were no 
symptoms and signs suggesting the involve- 
ment of the central nervous system. 

Epididymitis.—Out of five cases de- 
scribed by Katzenellenbogen,'? three suf- 
fered from epididymitis. In one of them 
the urethroscopic examination disclosed 
aphthae in the urethra. Swelling of the 
testis, unconnected with urethritis, was de- 
scribed by Curth,?' Bazex and Dupre,?? and 
others. Case 9 was admitted to the hospital 
because of an attack of an epididymitis. 


Other Manifestations.—In the literature 
visceral involvements are also mentioned 
in connection with Behcet’s disease, such 
as pulmonary symptoms, associated with 
hemoptoe 527725 and gastrointestinal symp- 
toms.***#25 Visceral manifestations were 
not seen in this series although all patients 
were carefully investigated by internists. 
The internal symptoms may, however, be 
mild, vague, and transient and easily over- 
looked. 

Constitutional Symptoms.—F ever and 
generalized malaise were often present dur- 
ing the appearance of one or more individ- 
ual manifestations of the disease. 

Laboratory Tests.—These were essential- 
ly normal except for moderate leukocytosis 
and slight elevation of the sedimentation 
rate during the attacks. Electrophoretic 
studies in three patients showed no abnor- 
malities of the protein fraction or deficiency 
of y-globulin. Cultures from the ulcers re- 
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vealed at times a mixed flora but predomi- 
nantly staphylococcus. Examination for 
virus in two cases was negative. The intra- 
dermal injection of normal saline in eight 
patients gave a positive result. 


Therapy.—Almost all authors agree that 
the therapy is of no value to prevent recur- 
rences. Many kinds of treatments were 
. tried: vitamins, sulfanilamids, various anti- 
biotics, autogenous vaccine, and fever 
therapy. Phillips and Scott ?9 claimed satis- 
factory results with corticosteroids in four 
cases. In Case 9 of my series cortisone was 
helpful to alleviate the eye condition and 
improve the general well-being. Theoreti- 
cally, steroids, which lower the resistance 
to various types of infection are contraindi- 
cated in Behcet’s disease, where thrombo- 
phlebitis and pyoderma are a common 
occurrence. 


Prognosis.—The disease is variable and 
difficult to predict because new symptoms 
may develop. The most feared cerebral 
manifestations are relatively rare. Other 
symptoms, especially the ocular, may be 
troublesome if they are severe, long-stand- 
ing, or recur frequently. On the other hand 
the course may be mild. In several patients 
the disease persisted a long time with one or 
a few symptoms which appeared rarely. In 
Patients 3 and 7 the attacks became so rare 
that a period of quiescence developed iden- 
tical with an apparent cure. 

Etiology.—There are conflicting opinions 
concerning the cause and pathogenesis of 
this syndrome. Robinson”? does not recog- 
nize it as a separate entity and considers it 
as belonging to the erythema exudativum 
multiforme group. Weve?? and Weekers 
and Reginster ?" speak of a staphylococcal 
allergy. Recently, McMenemey and Law- 
rence !5 basing themselves on the histopath- 
ologic finding of the brain in two cases of 
Behcet's disease suggest that the mechanism 
of the brain changes is allergic in nature. 
Gilbert?! Adamantiades,?? Touraine ?? and 
Feigenbaum and Kornblueth* postulate 
septicemia. Behcet! suggested a viral etiol- 
ogy. The inclusion bodies which he found 
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in the smears of the ulcerations were not — 
confirmed by others. Sezer 136 isolated a di 
virus from the vitreous of an enucleated - 
eye and from the subretinal exudate, which — 
caused encephalitis in mice. The virus was | 
also present in the blood and urine of the , 
patient. Evans, Pallis, and Spillane?? iso- ^ 
lated a virus from a mixture of cerebro- *3 
spinal fluid and white matter. Nakagawa 4 
and Shingu *8 cultured a virus which caused - 
an iridocyclitis with hypopyon in rabbits 
and death in guinea pigs. Sezer saw he 
disease in three brothers and claimed that 
it was communicable. Among my series 4 
there were a brother and sister. The sister —. 
developed the illness five years after her: 
brother's death. According to my knowl-  - 
edge no man to wife transmission was  — 
observed, although the areas of the body are 
affected where the possibility of infection — 
is great. The familial incidence may be 
explained by the hypersensitivity of the skin 
and lack of resistance to infection which is ^. 
probably hereditary. Incidentally, a brother — . 
of the siblings with Behcet's disease, who ^. 
suffered from a stubborn furunculosis and _ 
skin ulcerations, showed a positive reaction | 
to intracutaneous saline injection. He was i 
not included in the list because the pyo- Ex. 
derma was the only symptom. A 
The pathogenesis is uncertain; there is ` 
some evidence that a disturbance of the . E. 
blood vessels, especially the veins, is behind ~ 
the morbid process. Various organs may | 
be involved producing allergic, inflamma- 
tory, purulent, or ulcerative lesions. 


As to the special localization in the mouth 
and genitals it should be remembered that - 
they are often the simultaneous predilection — 
site of other diseases of various pathogene- E 
sis, such as syphilis, ulcus vulvae acutum, 
pellagra, drug eruptions, erythema exuda- ^ 
tivum multiforme, especially of the type of 
ectodermosis erosiva pluriorificialis, lichen _ 
ruber, and pemphigus vulgaris. In the last _ 
three dermatoses the Koebner phenomenon 
is very evident, characterized by the appear- 
ance of identical lesions after a trauma. If 
a simple needle pick is able to produce a 
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papule or pustule, other insignificant in- 
juries may also act in the same way. 


In Orientals the mouth and the genitals 
are prone to trivial trauma, the mouth be- 
cause of the strong food and the poor hy- 
gienic habits, the genitals especially in the 


males because of the perspiration. This may 


perhaps explain some of the epidemiologic 
and clinical features of the disease: the inci- 
dence in the Middle East, the preponder- 
ance of the poor class, the males, and the 
oral and genital involvement. 


Some investigators, Touraine, Curth ?? 


E and Vilanova and Pinol Aguade,'? prefer 


to call the disease aphthosis, though it seems 
that there is no justification to label a dis- 


potentialities because the oral and genital 
lesions very often (but not always) look 


E like aphthae. Behcet first emphasized the 


-— combination of the three manifestations as 


= a special syndrome. 


It should bear his 


— . mame, not as triple, but as a multiple symp- 
— . tom, complex. 
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Summary 


Ten cases of Behcet’s disease are tabu- | 


lated and two of them are described in detail. 


The disease is of multiple manifestations 
involving the joints, skin, predominantly of 


the genital region, the mouth, the eyes, and 
- . sometimes the brain, and viscera. Vascular 


changes probably represent the basis of the 
morbid process, which is allergic, inflam- 
matory, and mostly ulcerative in character. 


The course may be latent or active; the 
active stage 1s manifested by acute episodes 
of the various symptoms which recur singly 
or simultaneously at irregular, frequent, or 
rare intervals. 


The prognosis varies from a relatively 
benign one which may almost eventuate in 
a cure to a malignant form which may end 
fatally. So far, death occurred as a result 
of cerebral involvement. 

There is no specific therapy. 


The disease is characterized by a pecu- 
liar reactivity of the skin to an intradermal 
saline injection and to a needle puncture. 
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Some aspects of the etiopathogenesis are 
briefly considered. 
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— Inside X-Ray 


PAUL M. CROSSLAND, M.D., Santa Rosa, Calif. 


—— This exhibit attempts to show, in a simple 
—. way, what happens inside the dermatologist's 
5 x-ray machine when a treatment is given. 
Thomas A. Edison, while experimenting 
with the filament lamp, discovered that 
— when a piece of wire was placed in a vac- 
= uum and heated by electricity, electrons 
- were evaporated, forming a cloud around 
its surface. This phenomenon, called 
-~ “thermionic emission" was utilized years 
- later by Dr. William David Coolidge, who 
-designed the modern x-ray tube. Into a 
E highly evacuated glass tube containing less 
B. . than one-billionth of an atmosphere of pres- 
sure, he introduced a wire filament which 
E (| was heated by a low-voltage circuit to sup- 
_ ply electrons. He then introduced a sepa- 
E rate, high-voltage circuit into the tube, with 
. a tungsten anode (target). When the high 
$ voltage was applied to the filament, the 
— eet electrons were propelled at high 
E. speed to the positive anode, where their 
BÉ sudden deceleration produced x-rays. The 
E flow of electrons (cathode stream) across 
the tube for production of x-rays must be 


in one direction only, from filament to 





a target. Analysis of Figure 1 enables one 
B . to deduce the four essential requirements 
E. a for an x-ray machine. 


- J . On the ensuing pages, a simplified dia- 
EC gram of each essential part is shown with 
E. .a legend briefly describing its function and 
— principles. Finally, the diagrams of all the 
E- individual parts are assembled into one 
— Submitted for publication Feb. 24, 1960. 
^. From the Division of Dermatology, Department 
-— of Medicine, Stanford University School of Medi- 
cine, Palo Alto, California. 
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functioning unit, accompanied by a patel 
showing the essential controls. : 

It is suggested that the reader become 
familiar with the individual parts in the 
order of their presentation before studying 
the complete unit, as the succeeding pages 
are arranged in the order of greatest 
instructive value. 

The photographs (Figs. 8 and 9) are 
those of the central figures of the exhibit 
as shown at the Academy Meeting. The 
highly simplified diagram of a complete, 
self-rectified, superficial x-ray therapy ma- 
chine (Fig. 8) was executed in neon lights. 
The various x-ray circuits were depicted in 
different-colored neon lights, and could be 
operated from the control panel (Fig. 9) 
which was placed a few feet in front of 
the large diagram. The operation of this 
illuminated diagram exactly paralleled that 
of a superficial therapy x-ray machine, en- 
abling the viewer to manipulate the controls 
as he would in giving a treatment, and see 
what happens inside the machine at each 
step. 

Operating an x-ray machine may be 
compared to running an automobile—if you 
understand how it works, have it periodi- 
cally checked, and operate it properly, you 
won't have an accident. However, when you 
are running an x-ray machine, the "traffic" 
is in high-speed electrons. Proceed cau- 
tiously! The malpractice suit you save may 
be your own! 


Shown as a Scientific Exhibit at the Eighteenth 
Annual Meeting of the American Academy of 
Dermatology and Syphilology, Chicago, Dec. 5-10, 
1959. 


INSIDE X-RAY 


HOW X-RAYS ARE PRODUCED 
X-Ray Tube 


EVACUATED 
i HIGH VOLTAGE GLASS CHAMBER 


FOCUSING COPPER ANODE 
( DEVICE / 
TARGET 


Low 
Voltage 


FILAMENT 


CATHODE 
STREAM 
ON WINDOW 


ELECTRONS (GREEN CIRCLES) ARE EVAPORATED FROM A TUNG- 
STEN FILAMENT WHICH IS HEATED IN A VACUUM. 


ELECTRONS DRIVEN BY HIGH VOLTAGE HIT THE TARGET (RED) 
WITH GREAT FORCE, PRODUCING X-RAYS. 


FOUR ESSENTIALS FOR AN X-RAY MACHINE 
. A SOURCE OF ELECTRONS - Supplied by the low-voltage circuit. 
. A DRIVING FORCE-Supplied by the high-voltage circuit. 


. RECTIFICATION — Production of a unidirectional current across 
the x-ray tube so that electrons will flow from 
filament to target only. 


. CONTROLS TO ADJUST VARIABLES: 


(a) RHEOSTAT for regulating filament current (number of elec- 
trons evaporated). Varies the QUANTITY of x-rays produced. 


(b) AUTOTRANSFORMER for selecting voltages. Regulates QUAL- 
ITY and also affects quantity of x-rays produced. 


(c) TIMER, SWITCHES, METERS and SAFETY DEVICES. 


Figure 1 
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ARCHIVES OF DERMATOLOGY 


Filament Circuit 
Rheostat 


ae ERES 
To Stepdown 
———— 5 


Transformer 


Line 
current 


Los 


Line To Stepdown 
—— 


current Transformer 


Function: THE RHEOSTAT REGULATES THE AMOUNT 
OF. CURRENT GOING TO THE X-RAY TUBE 


FILAMENT. 


It operates on the principle stated in Chm's Law: 


Voltage 


Current Z 
Resistance 


Jagged lines represent coils of heavy wire which offer resistance 
to the flow of current. When current runs through many coils (upper 
diagram) it is greatly reduced. When it runs through only a few, 
(lower diagram) very little resistance is incorporated into the circuit 
and the current is reduced very little. 


The rheostat is operated by moving the filament control knob on 


the control pancl. 


Figure 2 
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INSIDE X-RAY 


Filament Circuit 
Step-Down Transformer 


secondary 
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Function: To REDUCE THE VOLTAGE OF THE CUR- 
RENT GOING TO THE FILAMENT OF THE 
X-RAY TUBE. (The voltage of the line current, 
110 V, would burn out the filament of the 


x-ray tube). 


A current going through the primary coil induces a 
current in the secondary coil. The voltage of the current 
induced in the secondary coil is directly proportional to 
the ratio of the number of turns between the two coils. 
For example, if the ratio is ten to one, then 100 volts 
applied to the primary coil would induce ten volts in the 


sccondary coil. 





Figure 3 
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High Voltage Circuit 


Autotransformer 
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Function: TO PERMIT VARIATION OF VOLTAGE 
GOING to STEP-UP TRANSFORMER 


In each turn of wire in the autotransformer coil shown 
on the left, there is a self-induced current which is in the 
OPPOSITE direction to the primary flow, and therefore 
reduces it. The voltage can be reduced or increased by 
including more or fewer turns of wire in the circuit. For 
example, in the diagram above, only a few turns (shown 
in yellow) are included in the circuit, to obtain a voltage 
of 90 volts. If the contactor arm “A” were moved to the 
button labeled “60”, the voltage would be reduced to 60 
by inclusion of more turns of the autotransformer coil. 


The moveable contactor arm, A”, is operated by 
moving the voltage selector knob on the control panel. 


Fig. 4.—* The coils included in the circuit for 90 volts are shown in heavy lines with arrows. 
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INSIDE X-RAY 


High Voltage Circuit 
Step-Up Transformer 


Primary Secondary 
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0I 


Current 


so vons (Zo 80 Kilov 


Function: TO INDUCE HIGH VOLTAGE 


This is like the step-down transformer, but 


in reverse. The ratio of turns is one on the 
primary coil to 1,000 on the secondary. If 90 


volts are applied to the primary, 90,000 (90 





kilovolts) will be induced in the secondary. 


Fig. 5—Note: The ratio of the number of turns mentioned above is assumed, not actual. 
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Self-Rectification 
Suppression of Inverse Half-Cycle of Alternating Current 





COLD TARGET 
(no current- no x-rays) 


Purpose: TO PROVIDE A UNIDIRECTIONAL CURRENT 
SO THAT ELECTRONS WILL FLOW FROM 
FILAMENT TO TARGET ONLY. 


What happens during the useful half-cycle of alternating current 
(green portion of wave laimi ls shown in diagram A on the left. 
Arrow shows current going to filament, across to target, then return- 
ing to the secondary coil of the high voltage transformer and to 


ground. The target gets hots from this electron bombardment. 


On the inverse half cycle (lower portion of the wave form) the 
direction of current flow is reversed. Diagram B shows (arrow) cur- 
rent flowing from the right terminal of the transformer to the 
target. However, if the target is cooled no electrons can be. evapo- 
rated therefrom and consequently no current will flow from target 


to filament. 


The target is kept cool by encasing it in copper, which readily 
conducts the heat to cooling fins (right of target) where it is dissipated. 


Fig. 6.—* Upper portion of wave form, shown by solid white line. 
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INSIDE X-RAY 


Parts of a Superficial X-Ray 
Therapy Machine 
Actual Photographs 





Fig. /A.—Modern x-ray tube, with cooling fins Fig. 7/B.— Two rheostats, showing settings illus- 
at right. trated in rheostat diagram. 





Fig. /C.—Step-down transformer. Both primary Fig. 7D.—Autotransformer, showing different 
and secondary windings are on the same bar. voltage leads. 





-* 


Fig. 7E.—Step-up transformer (shell type). Fig. 7F.—Cooling fins (old style). 
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Complete X-Ray Machine 
Simplified Diagram 
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Correlation of Control Panel with 
Neon Diagram 
The photograph of the illuminated dia- 
gram (Fig. 8) was made in full operation. 


Assuming it to be dark, it lights up in the 


following way (see operating instructions 
on control panel, Figure 9): 


tion. 


Turn main switch to “On” posi- 
When the main switch is closed, the 
entire filament circuit (shown in 
light ) 
light) through “V” are activated. 

Step 2. Knob 2 on the 


control panel operates the contactor arm 


green 


and the autotransformer ( vellow 


-Select voltage. 


of the autotransformer and varies the volt- 
age. This voltage is registered on the meter 
“V,” and relayed back to the control panel 
voltmeter, which is calibrated in Peak Kilo- 
(PKV ). 


possible because the ratio of the number of 


volts lhe reading in kilovolts is 


turns (e.g.. 1:1,000) between the primary 
and secondary coils of the step-up trans- 
former remains fixed. Therefore, 90 volts 
applied to the primary will induce 90,000 


volts (90 Kv.) in the secondary. 


Step 3.—Set timer. The timer “7” in 
the diagram is not activated until the x-ray 
switch 1s closed and x-rays are being pro- 
duced. It automatically turns off the x-ray 
switch at the end of the set treatment time. 

Step 4.—Press x-ray switch. When the 
x-ray switch "X" is closed, the timer starts, 
and the primary circuit of the step-up trans- 
former is completed (yellow light). Imme- 
diately, high-voltage current is induced in 
the secondary circuit (red light). Electrons 


are driven across the x-ray tube, producing 


x-rays (violet light emanating from the 
tube ). 
Step 5.—Adust milliameter. The filament 


control, Anob 5, operates the rheostat, and 
varies the amount of current going to the 
x-ray tube filament, thereby increasing or 
decreasing the actual number of electrons 
evaporated. The milliameter is located in 
the high-voltage circuit because the current 
going across the x-ray tube must be accu- 
rately measured. 


1120 Montgomery Drive. 


Control Panel 
TIMER 


i 


$ 


J - 


————— d 


VOLTMETER 


X- RAY SWITCH a 


| MILLIAMETER 
High Tension Circuit 


MAIN SWITCH 


VOLTAGE CONTROL 
Autotranstormer 

WATCH THE NEON SIGN WHILE YOU 
GIVE AN X-RAY TREATMENT 


t. Turn main switch to "on" position. 
2 Select voltage (60 or 90 KV ) 
Set timer. Inside dial is for second- 
outside dial is for minutes. 





FILAMENT CONTROL 
Rheostat 


You are now ready to give a treatment 
— check all factors 
4.Press X-Ray switch. 
5. Adjust Milliameter to read three 
or Six milliamperes. 
6.When' treatment" is finished, turn 
main switch to "off "position. 


Figure 9 
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Reunion Anual Internacional de Dermatologia en 


Buenos Aires 


The annual international reunion of the Society 
of Dermatology and Syphilology of the Medical 
Association of Argentina was held in Buenos Aires 
on March 29th through April 4th. We were invited 
to be guest speakers. As a preliminary to the trip, 
we studied Spanish and memorized short speeches 
in Spanish. This was rewarding. Although nearly 
everyone spoke English, our Spanish speeches 
were enthusiastically received and our mistakes 
were generously forgiven. 

At the airport in Caracas, we were welcomed 
by about 20 dermatologists and their wives and 
were taken to the beautiful homes of former 
patients and friends to be their house guests. The 
scientific work which we saw in Caracas was 
amazing. On an isolated mountain is a research 


—.. institute with complete modern equipment including 
. an electron microscope and a radioactive pile 
—— capable of producing isotopes. Dr. Marcel Roche 





presides over this institute. He is a graduate of 
Yale University and of The Johns Hopkins Hospital 
where he specialized in research before returning 
to his native country to devote his life to the 
work of this institute. Associated with Dr. Roche 
are a staff of graduates of American and foreign 
universities—physicists,- biochemists, and many 
technicians. Research is being done on hookworm 


using radioactive isotopes to study its nutrition, 
what it does to hemoglobin and to the erythrocyte 
and its life cycle. Leishmaniasis is also a subject 


being studied intensively, both at the institute and 
by mobile units that travel to remote endemic 
regions. Innumerable research projects are being 
carried on with the most modern equipment pur- 
chased from Seimens or Leitz in West Germany or 
from the United States. At the Hospital Vargas, 
Dr. Jacinto Convit, Chief of the Dermatology 
Service, showed us many cases of mucocutaneous 
leischmaniasis, pinta, South American blastomycosis, 
mycetoma with streptomycis madurae infection, 
leprosy, and other diseases that we seldom see in 
New York. Madura foot is endemic in Lara state 
in Venezuela. It is treated by triple sulfonamide, 
chlortetracycline hydrochloride, and dihydrostrepto- 
mycin. The leishmaniasis is being treated by Glu- 


= cantime. We saw cases of George Lobo's disease 
or keloidal blastomycosis. These patients present 


nodules and infiltrations of the helix of the ear, 
resembling cauliflower ear seen in boxers. The 
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histology shows an infiltration of histiocytes and 
giant cells and many parasites that are round hyalin 
cells with double contoured walls isolated or ir- 
regularly grouped, 9 to lla in diameter, called 
Glenosporella loboi. There was a case of elastoma 
intrapan']o*'s penetrans verruciformis, and many 
other interesting cases in the dermatological service 
at the University Hospital and at the new Military 
Hospital in the service of Dr. Luis Velutini. We 
were joined in Caracas by Doctors Francisco 
Scannone, Francisco Kerdel Vegas; and Hugo 
Ruan, a plastic surgeon, who continued the trip 
with us to Rio Janiero where we were welcomed 
at the airport by about twenty prominent Brazilian 
dermatologists and their wives. Because it was 
Holy Week, we did not see any patients, but, 
Profs. Rabello, Oswaldo Costa, J. Ramos e Silva, 
Antar Goncalves, Tancredo Furtado, and many 
others who would ordinarily have been away in the 
country remained in Rio or came there to greet us 
from Bella Horizonte, San Paulo, and other far 
away places. In San Paulo, Dr. Costello purchased 
a beautiful pendant, but he did not tell me for 
whom. From Rio, we flew to Buenos Aires where 
there were about 50 people to meet us. All of the 
great professors of dermatology and their wives, 
press photographers, and reporters gave us a big 
welcome which we shall never forget. We were 
officially welcomed by Dr. Isaac Zelcer, President 
of the Congress and Dr. Simon Cohan, Secretary, 
and by their charming wives. 

Our schedule was rugged. We arose at 7 a.m. 
and were at a different hospital clinic each day at 
8:45 a.m. One morning Professors Pierini, Borda, 
and Grinspan demonstrated 150 cases of rare skin 
diseases at the Hospital Rawson with carefully 
prepared mimeographed histories, photographs, and 
histologic sections. In this single morning, we saw 
10 cases of porphyria, a case of congenital general- 
ized telangiectasia with cutis marmorata and throm- 
bocytopenia, cases of lipoid proteinosis, colloid 
milium, epidermodysplasia verruciformis, several 
cases of South American blastomycosis, amyloidosis 
cutis, pustular bacterid cured by tonsillectomy, 
regional endemic  arsenicism, progeria,  Riehl's 
melanosis, cases of vitiligo of the face and neck 
successfully treated by vibropuncture with aurothio- 
glucose (Solganal B), melanotic prurigo, sclero- 
derma, atrophoderma idiopathic of  Pasini and 
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Pierini, which they do not regard as a form of 
scleroderma, pseudoxanthoma elasticum, acrokera- 
toelastoidosis, genodermatosis “en coccarde” of 
Degos, keratosis congenita multiplex, Graham Lit- 
tles syndrome, Hodgkin’s disease of the skin, 
oriental sore, Vogt-Koyanagi's syndrome, and 
many other rare skin diseases. 

Another morning, Professor Aaron Kaminsky 
demonstrated 150 cases of cutaneous and oral 
tumors. These cases were carefully worked up 
wih tvpewritten protocols with before and after 
treatment photographs and photomicrographs. Pro- 
fessor Kaminsky is chief of the Dermatology 
Service at the Hospital Israelita, founded in 1145. 
Prof. A. M. Segers, a plastic surgeon who studied 
at Memorial Hospital in New York City works 
in conjunction with the department of Dermatology, 
which has about 200 beds in the hospital. 


The next morning, we saw eight cases of in- 
continentia pigmenti presented by Drs. Cordero and 
Magnin, cases of mutilating scleroderma, sclero- 
derma en band, angiokeratoma corporis difhsum, 
Hodgkin’s disease with initial manifestations in 
the skin, acrokeratoelastoidosis (O. Costa), chronic 
regional endemic arsenicism, porokeratosis ( Mi- 
belli), syringomyelia, Parkes Weber disease with 
ulceration and partial reabsorption of the great toe, 
cases of leprosy, Darier’s disease, angiosarcomato- 
sis of Kaposi and about 75 additional interesting 
cases in the service of Prof. Marcial I. Quiroga 
of the faculty of Scientific Medicine of the Uni- 
versity of Buenos Aires. In this clinic, Dr. Carlos 
G. Ursi is using contact x-ray therapy with 
splendid results in the treatment of hemangiomas 
and in selected cases of epitheliomas of the oral 
cavity and skin. 

The following morning, we saw 75 interesting 
cases in the Hospital Argerich through the courtesy 
of Prof. G. Basombrie, who is chief of the Derma- 
tologic Service. We saw cases of pustulosis sub- 
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cornea of Sneddon Wilkinson, dermatofibrosarcoma - E 
of Darier Ferrand, cutaneous leishmaniasis, acro- - 
dermatitis continua and various lymphoblastomas E. 
with cutaneous manifestations. 

About one o'clock, we had luncheon. The Argen- 
tine beef is delicious, the desserts are like sweet | 
dreams and the Chilean and Argentine wines have - 
exquisite bouquets. After lunch, one usually has | aA 
siesta, but Dr. Costello and I were on the radio | 
or television almost every afternoon so we had no | 
siestas. We either gave prepared Spanish speeches — 
or spoke in English which was translated into - 
Spanish. At 5 o'clock in the afternoon, the meetings - m" 
of the Congress convened and lasted until 10 p.m. 
A new paper was presented every fifteen minutes. 
The lantern slides were splendid, discussions were _ 
brilliant, and brief. The papers and discussions. 
revealed the profound knowledge of dermatology E $ 
and of the basic sciences possessed by the South | 
American dermatologists most of whom have - 
studied in Europe or in the United States, as well- 
as in their own Universities, where modern re-  — 
search is being done with surprising dedication, — 
self-sacrifice, and enthusiasm. Histopathology, can- - 
cer, leprosy, mycology and diseases endemic in the 
locality are favorite subjects of research. | 
| At 10 o'clock at night there was cocktail hour. — — 
This was usually at the home of one of the derma- . - 
tologists or at a hotel. About 11:30 p.m., dinner 
would start. Often, it was held at a country club, — 
the Automobile Club, or, at a private home. In. E 
South America, there is always music. We danced | | 
to wonderful Venezuelan, Argentine, Chilean, and — 
Paraguaian bands. About two or three in the- E 
morning we said, “Muchas Gracias, Buenos Noches, - 
Hasta Manana,” and went to bed for a few hours! 
rest before the telephone rang for us to get up at Lo 
7 a.m. and then to the hospital at 8:45 a.m. for de 
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3 The New, Newer, and Newest 
= ES It is evident from the accompanying candids that the meeting of the American Dermato- 
M logical Association this year was thoroughly enjoyable. The setting and accommodations at 
"^ Boca Raton, the perfect weather, and the large attendance all contributed to a meeting that 
im B was scientifically satisfying and socially scintillating. For the latter, all credit is due the de- 
M lightfully charming, patient, and understanding wives of the members, An evening of calypso 
d VO dining and dancing balanced well the long mornings preoccupied with all things dermatologic. 
E Three of the papers dealt with various aspects of light eruptions, a fact which one gallant 
d a visitor characterized as unchivalrous since we were guests in this land of sunshine—‘‘one 
E wouldn't think of discussing food poisoning if the meeting were held at Maxim's" And 
e wouldn't you know it—after much discussion of the harmful results from too much sunlight, 
ES there was a quick exodus to absorb the sun in erythema doses. 

E. * On the serious side, one sensed a feeling on the part of many members that dermatology 
OM has perhaps erred in recent years in emphasizing research activities at the expense of clinical 
| E teaching, particularly to undergraduate students. "Research in the basic sciences is approach- 
ES ing near Deity" asserted one member as he told of the young intern who complained that he 
exe A knew how to treat a guinea pig sensitive to horse dander, but what to do for the infant with 


eczema? This situation was discussed fully by Sulzberger in his Presidential Address (to 
appear in the ARCHIVES). 


X-ray therapy for benign skin lesions—to be or not to be !—still a question. 


There were several references to the widely distributed “photogenic round-table discus- 
sions” published by that aggressive drug house—and by some of the models too! 


And then there are important items one picks up here and there—items not available in 
the text books. 


—In Dade County, Florida, which boasts the purest air in the country, The University of 
Miami Medical School has undertaken to study the Los Angeles smog problem. 


—The off-platform case report of a woman with an eczematous patch on her elbow which 

for months had resisted all dermatologists’ treatments; her dog began to lick the patch 

— and in little time she was cured. 

—That famous (or is it infamous?) lawyer on the West Coast who popularized mal- 
practice suits against physicians for unheard-of huge sums is now after bigger game— 
cigarettes and detergents. 





—When elevator operators are unable to bring their cars level with the floor, they are 
instructed to stop a little below level, rather than above, so that persons wearing bifocals 
are less apt to trip and fall. 


—Such embarrassment! Two of the lovely ladies, who, incidentally, live hundreds of miles 
apart, appeared at the President’s reception wearing identical dresses. But, to add to the 
hilarity, the same two ladies had had a similar experience at the meeting six years ago. 
Perhaps they should arrange for dress rehearsals hereafter. 


The new officers of the A.D.A. are: 
. Dr. George C. Andrews, New York, President 
Dr. John Downing, Boston, Vice President 
Dr. Wiley Sams, Miami, Secretary 
Dr. Marcus Caro, Chicago, Historian 


Those who delivered first papers were: 
Dr. Samuel Becker, Jr., Chicago 
Dr. Donald J. Birmingham, Cincinnati 
Dr. Robert N. Buchanan, Jr., Nashville 
Dr. Robert Goltz, Minn lis 
Dr. Victor D. Ero Angeles 


146/92 








Dr. Harold Perry, Rochester, Minn. 

Dr. Richard B. Stoughton, Cleveland 

Dr. Eugene Van Scott, Bethesda, Md. 
Newly elected members are: 

Dr. Gerard De Oreo, Cleveland 

Dr. Vincent Derbes, New Orleans 

Dr. George Hambrick, Philadelphia 

Dr. Allan Lorinez, Chicago 

Dr. Thomas Saunders, Portland, Ore. 

Dr. Richard Winkelmann, Rochester, Minn. 





: You should have seen the excitement when the doorman called loudly for the car reserved 
by Shelley-Beerman—and the letdown when they stepped forward instead of the comedian 


Shelley Berman. 


H. R. 





The American Dermatological Association in session. 
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Clinical Notes, New Instruments and Techniques 


Hemangioma Associated with Thrombocytopenia 


LT. COL. ROBERT LEVINE; LT. COL. THOMAS M. HOLCOMB, and 


CAPT. MARVIN A. LUTZNER, USAF (MC) 


Introduction 


In 1940, Kasabach et al. first reported the as- 
sociation of hemangioma with thrombocytopenic 
purpura. This observation has since been con- 
firmed and reported in an additional 19 patients. 
Dargeon’* and Petit? have recently reviewed a 
majority of these cases. 

The purpose of this report is to present a combi- 
nation of giant hemangioendothelioma with throm- 


~  bocytopenia in a Negro female infant. 


Report of a Case 


This 2-month-old Negro girl was admitted to 
the USAF Hospital at Lackland Air Force Base, 
Texas, August 20, 1958. Her mother’s pregnancy 


^ was uncomplicated; she was delivered spontane- 
~ ously at term. The birth weight was 7 lb. 1 oz. 
= On physical examination a "welt" about 4 cm. X 2 


mm., with a ridge down the center, was noted in 
the left lower abdominal quadrant. The infant 
became quite irritable when the lesion was palpated. 
At two weeks of age, the area had enlarged to 
6X L5 cm. At one month, further expansion was 
noted, and a fentative diagnosis of cellulitis was 
made and penicillin therapy instituted. 

Despite therapy, administered approximately six 
days prior to admission, the lesion involved the 
left lower quadrant, left labium majora, left thigh, 
and left buttock. The patient was afebrile, took 
feedings well, and had a normal weight gain 


EZ. throughout the illness. 








Sometime later physical examination revealed a 
well-developed, well-nourished child in no apparent 
discomfort. Marked swelling and discoloration of 
the leg and left lower abdominal quadrant, left 


Submitted for publication July 1, 1959. 
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thigh, left hip, left labium majora, and left buttock 
were noted (Fig. 1). The mucous membranes 
were pale. A soft Grade I blowing systolic murmur 
was heard at the apex. The liver, spleen, and 
kidney were not palpable. The skin of the involved 
areas was hyperpigmented. It was cold, waxen-like, 
and hard to the touch. There was pitting edema 
present below the level of the lesion. 

Laboratory examinations on admission showed 
a platelet count of 18,000 per cu. mm., a hemo- 
globin of 5.7 gm. per 100 ml, and a red blood 
cell count of 1.93 million. A smear revealed 15 
nucleated red blood cells per 100 cells, counted 
and marked microcytosis and anisocytosis (Fig. 
2). The white cell count was normal. VDRL 
was negative. No sickle cells were noted. The 
serum bilirubin was 0.033 mg. per 100 cc. X-rays 
of the pelvis, leg, and abdomen were negative. 

Hospital Course.—Upon admission, differential 
diagnosis of sclerema neonatorum, giant hemangio- 
endothelioma, edema neonatorum, subcutaneous fat 
necrosis, scleredema, and lymphoma was enter- 
tained. The child was given 100 and 130 cc. of 
whole blood on successive days. On the 2d hospital 
day, a bone marrow aspiration and biopsy of the 
lesion were obtained. The marrow revealed an 
erythroid hyperplasia and immature megakaryo- 
cytes described as normal in number. The biopsy 
revealed a benign hemangioendothelioma. 

In view of the thrombocytopenia, hydrocortisone 
was started intramuscularly on the 2d hospital day 
in doses of 15 mg. every six hours. On the 6th 
hospital day, radiation therapy was started, with 
75 to 150 r given daily to the involved sites, using 
0.5 mm, copper filtration, HVL 1.15 mm., 30 MA, 
TSD 50 cm. Total dose received was 600 r. 
Prednisone, 4 mg. every 12 hours, was substituted 
for hydrocortisone after four days and was con- 
tinued for 53 days. 

The hematologic picture remained essentially 
unchanged through the first nine days of hospitali- 
zation. The hemoglobin and hematocrit levels, 
however, gradually fell from a post-transfusion 
height of 11.7 gm. per 100 ml. and 35 vol. % to 
6.8 gm. per 100 ml. and 20 vol. 96. An additional 
120 cc. of whole blood was given at this time. 
Following this transfusion, no further anemia 
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HEMANGIOMA 


Fig. 1—The hemangi- 
oma appearing as swell- 
. ing of the labium majora, 
the left upper thigh, and 
the left, lower abdominal 


quadrant. 


developed throughout the hospital stay. Platelet low platelet levels, no bleeding was ever noted 
counts ranged from 0 to 16,000 throughout the except at the tumor site. Coincident with the ris- 
first three weeks of hospitalization, and then ing platelet level, a gradual over-all decrease in 
progressively rose to a normal level. Despite the the tumor size was noted. 
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Fig. 2—Progress of the platelet count, hemoglobin, and thigh girth in relation to steroid 
and x-ray therapy. 
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4 E TER ‘The patient was discharged on October 24, 1958. 
is? this time, the left thigh measured 18.2 cm., 


A n" and the left leg 13.5 cm. The platelet count was 
—— .. 244,000 per cubic mm., while the hemoglobin was 
| E 

7H 482 gm. per 100 ml. 

E 

M Comment 

EI- $ . 

ES ^ Twenty cases of thrombocytopenia associated 
f = with large hemangiomas have appeared in the 
literature. The number now reported seemed to 


e 


establish this as a definite syndrome. Various 
p. theories have been proposed by Silver, Good, 
b and Dargeon' to explain the sequence of events. 
E. Whether any one, or combination of factors, is 
responsible, still remains to be clarified. 
5 Management has included radiation therapy," 
E^ splenectomy," steroid therapy, and blood trans- 
E fusion.’ The use of splenectomy would seem to 
— -. be extremely limited, with only one case reported 
p of any benefit, following this procedure. In our 
on 2. patient all save splenectomy were employed. From 

the literature and our own experience, it would 
seem that each has a distinct part in therapy—the 
use of blood to replace iia loss, radiation 
- therapy to reduce the tumor size,” and steroids to 
p 7atord some measure of protection from more 
X generalized purpura, even though platelet levels 
are not affected directly. This latter effect has 
E E been mentioned by Dargeon, and possibly played 
UN > a role in our patient. Four of these twenty cases 
É terminated fatally, stressing the importance of 
. making every effort for prompt diagnosis and 
therapy.’ 
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EV Summary 


- A case of hemangioma associated with throm- 
Y. - bocytopenia in a 2-month-old Negro girl is 
— —- reported. X-ray therapy, steroids and blood trans- 
— — fusions were utilized. Reference to splenectomy is 
Po made. 
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Hodgkin's Disease of the Skin 


E E Acquired Ichthyosis Preceding Tumoral and Ulcerating Lesions for Seven Years 
ae DANILO V. STEVANOVIC, M.D., M.Sc. (Cambridge), Belgrad, Yugoslavia E 

EC 

E. x The association of ichthyosiform changes with malignant changes start together; only excep- 
o Iymphoblastoma," Hodgkin's disease in particular, tionally skin changes precede the first apparent 
E has been only infrequently recorded." Skin signs of Hodgkin's disease. 

— ` changes usually appear after the first clinical signs 


of malignancy; rarer, the onset of ichthyotic and 


! Submitted for publication July 13, 1959, 
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Report of a Case 


the patient's father died of 
carcinoma of rectum at the age of 58. 
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Family history : 





HODGKIN’S DISEASE OF SKIN 





Fig. l—Ichthyotic changes of the skin. One 
larger and many smaller ulcers in the left retro- 
cleidomastoid region. 


The patient, now aged 28, was first seen in 1953 
because of a scaly eruption of the entire skin of 
two years’ duration. At about the same time (in 
1951) follicular pustular lesions appeared on the 
left side of the neck. The clinical picture of the 
skin was one of ichthyosis nigricans. Alopecia of 


2.—A 
the ichthyotic skin show- 
ing hyperkeratosis 
slight 


Fig. section. of 
with 
thinning and in- 
vagination of the epider- 
mis at some places. No 
specific 
matosis ) 


(lymphogranulo- 
infiltration in 
the dermis; absence of 
sebaceous glands. Hema- 
toxylin and eosin stain. 


Stevanović 


the same region appeared in 1952. Otherwise the 
patient was in good health. Routine laboratory in- 
vestigations were within the limits of normal. 
Under the appropriate treatment, folliculitis and 
ichthyosis were soon brought under control. 

patient again 
recurrence of 


Two months later the was 
admitted to the hospital for the 
follicular lesions and the scaly eruption. The same 
treatment was instituted and the patient left the hos- 
pital in a much ameliorated condition. For the 
next two years the patient was not seen. In 1955, 
there was recurrence of follicular and pyodermic 
lesions which now also spread on the left part of 
the scalp; these were also soon brought under con- 
trol. 

The patient was next seen at the beginning of 
1959. In the period from 1955 to 1959 he was 
well, except for his ichthyosis which persisted, 
In December, 1958, he noticed enlarged nodes of 
the left cervical region. These nodes now appeared 
in the absence of any follicular lesions. Soon ap- 
peared also the nodes of the contralateral side. 
Possibility of Hodgkin's disease was considered and 
proved by a biopsy of a lymph node (Institute of 
Pathology). Treatment with “Degranol’” (anti- 
mitotic) was instituted. During this time ulcers 
on the skin, in fact exulcerated lymph nodes, were 
developing. Four tumors on the anterior part of 
the trunk also appeared during this time. 

On examination great tumoral masses, the size 
of a walnut or larger, were present in the left 
and right cervical regions. Smaller and larger 
cutaneous ulcers with everted, elevated borders and 
an uneven base with necrotic masses of vellowish 
the neck 
This 


In the region below 


color were situated on the left side of 
adhering to the underlying lymph nodes. 
region was devoid of hair. 
and above the left clavicle, there were one greater 
and several smaller tumors (Fig. 1). 
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Fig. 3—A section near 
the border of an ulcer. 
There is a dense infiltra- 
tion composed of poly- 
morphonuclears (mainly), 
lymphocytes, eosinophils, 
and a few plasma cells. 
Hematoxylin and eosin 
stain. 


The entire skin was covered with scales, brown- 
ish in color. Folds, though less intensely, were also 
involved. There was no palmar or plantar kerato- 
derma. Nails were unchanged. 

Other clinical examinations did not reveal any- 
thing abnormal. 


The biopsy of the skin showed hyperkeratosis 
with slight atrophy of the epidermis at some 
places; invagination of the epidermis was also 
noticed. There was no evidence of lymphogranu- 
lomatous infiltration in the dermis (Fig. 2). 


A biopsy near the border of an ulcer showed 
rete pegs to be slightly flattened; epidermis was 
otherwise unchanged. In the dermis there was an 
infiltration separated by a narrow band of ap- 
parently unchanged connective tissue from the 
epidermis. The infiltration consisted mainly of 
polymorphonuclears, lymphocytes, eosinophils, and 
a few plasma cells (Fig. 3). 


Comment 


Ichthyotic changes in our patient preceded for 
about seven years the first apparent lessions of 
Hodgkin’s disease. There is little doubt that the 
latter condition already existed, though invisible," 
at the time of the appearance of ichthyosis, since 
such a duration and course would be unusual for 
Hodgkin's disease. In Piaggio's? case ichthyosi- 
form atrophy preceded Hodgkin's disease for about 
six months, and in Hellier’s * case for five to six 
years. Acquired ichthyosis can be regarded as a 
possible herald of the coming malignancy, neces- 
sitating periodic examination of such patients. 


We do not regard the initial (in 1951) follicular 
and pustular lesions of our patient to be directly 
related to  Hodgkin's disease. Whether their 
chronic, inflammatory, and relapsing course was of 
any influence on the development of the latter 
disease is a matter of speculation. It is known that 
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a chronic and/or recidivating dermatosis, or the 
use of drugs can produce reticulohistiocytic pro- 
liferation, which in exceptional cases can assume 
a malignant course and result in a lymphoblas- 
toma. It is possible that in our case the chronic 
process was also a factor in the later development 
of Hodgkin's disease. 

There may exist an analogy between acquired 
ichthyosis and acanthosis nigricans, both appearing 
in patients with malignancy. 

Both “benign acanthosis nigricans" and "benign" 
ichthyosis are genetically determined and inherited 
as a dominant.  Ichthyosiform skin changes 
(ichthyosiform keratoderma) are inherited as a 
recessive, the same mode being also possible for 
malignant acanthosis nigricans." More detailed 
histories are needed, however, before anything 
more certain can be said in this field. 


Summary 


A patient in whom ichthyosiform skin changes 
preceded Hodgkin's disease for seven years is re- 
ported. Chronic, inflammatory process of the neck 
might have been a factor in the development of 
the malignancy. 

My thanks are due to Mr. M. Kujundžić and 
Mr. B. Spasić of the Photographic Unit of the 
Medical Faculty, Belgrade, who made the photo- 
graphs. 


46a, Nemanjina St, 
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Localized Blastomycosis-like Pyoderma Occurring in 


a Tattoo 


HOWARD S. YAFFEE, M.D., Cambridge, Mass. 


Numerous reactions occur in tattoos. These in- 
clude persistent inflammatory changes caused by 
mercurial sensitivity, usually of the delayed type 
as proven by positive patch tests to aqueous 
mercuric chloride and ammoniated — mercury? 
Less commonly encountered is widespread derma- 
titis.^* Infectious diseases which occurred frequent- 
ly before the appreciation of aseptic techniques, 
were syphilis, tuberculosis, tetanus, erysipelas, and 
chancroid.® Sarcoid and lupus erythematosus have 
been reported in tattoos.® 

A case was seen in which the clinical picture 
resembled blastomycosis of the skin. 


Report of a Case 


A 23-year-old white, single, unemployed man 
appeared at the Dermatology Clinic of the Cam- 
bridge City Hospital complaining of oozing, ver- 
rucous swellings in the red areas of a tattoo of one 
and one-half years' duration. 


Submitted for publication Aug. 18, 1959. 
Visiting Dermatologist, Cambridge City Hospital. 
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Three months after tattooing, elevated, punctate, E. 
oozing areas developed in the roses tattooed in his — 
right forearm. No disease affected a group of - 
voung men simultaneously tattooed. 

After unsuccessful treatment by numerous local = 
physicians, he went to New York where a skin 
biopsy performed at the Skin and Cancer Hospital 
revealed “foreign body reaction caused by tattoo 
or mercurial sensitivity." A patch test was posi- 
tive to aqueous solution 0.1% mercury bichloride. — — 
A course of chlorpheniramine maleate had no . | 
effect on his condition. S 

On examination six months later he presented a = 
most unusual clinical picture. The roses of his i 
tattoo were elevated and indurated. The border was " 
sharply precipitous enclosing myriad, tiny, crusted 
golden abscesses. Furunculoid lesions were present 
above the tattooed area. There was right epitroch- 
lear and axillary adenopathy. 

Laboratory data revealed WBC 9,800; 6096 
polymorphonuclear cells, 36% lymphocytes, 2% 
monocytes, 2% eosinophils; hemoglobin 13 gm.; 
sedimentation rate, 6 mm. per hour. Urinalysis was 
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i3 negative. Chest x-ray was normal. Repeated Hinton 





tests were negative. Blood bromide was negative. 


= Numerous microscopic examinations and cultures 
disclosed no fungi. A hemolytic Staphylococcus 
aureus, coagulase positive, was isolated on each 


Occasion. 

Histologic examination of biopsied tissue revealed 
a hypertrophic epidermis; areas of pseudoepithe- 
liomatous hyperplasia; marked inflammatory re- 
action in the upper and lower dermis; numerous 
macrophages engulfing pigment; many foreign- 
body and Langhans giant cells, and foci of acute 
and chronic inflammation. Prolonged search dis- 
closed no organisms. The picture was that of 


= foreign-body granuloma with acute inflammation 


and pseudoepitheliomatous hyperplasia. 

A course of sulfisoxazole and penicillin, to which 
the organism was sensitive, effected only slight re- 
duction of purulence and edema. Despite persistence 
of hi$ trouble, the patient refused surgical extirpa- 
tion. 


Comment 


The clinical picture in this case strongly sug- 
gested blastomycosis. The presence of furuncle-like 
lesions outside of the tattoo proper, associated with 
marked regional lymphadenopathy, obligated a care- 
ful search for possible innoculated microorganisms. 
The three-month latency prior to the onset of 


symptoms made direct bacterial infection unlikely. 


The hypothesis is offered that the patient de- 
veloped mercurial hypersensitivity, which com- 


_ with Coexistent Morphea 


A Case Report 


CAPT. WILLIAM NEW, MC, USN 


In the January edition of the A.M.A. ARCHIVES 
oF DERMATOLOGY AND SYPHILOLOGY an interesting 
article entitled “Idiopathic Atrophoderma of 


Submitted for publication Aug. 18, 1959. 

From the Department of Dermatology, U.S. 
Naval Hospital (Capt. W. N. New, Chief of 
Dermatology ). 


The opinions or assertions contained herein are 
the private ones of the writer and are not to 
be construed as official or reflecting the views of 
the Navy Department or the Naval Service at 
large. 
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promised the resistance of his skin to the 
omnipresent Staphylococcus, causing a peculiar 
blastomycosis-like granulomatous infection, 

In reporting their more widespread cases, Brown 
and Kligman?* state that “predisposing debilitation 
decreases the host’s resistance and the skin’s de- 
fenses against the invading organism.” The common 
skin pathogens such as S. aureus may then provoke 
hypertrophic tissue responses closely resembling 
blastomycosis. In this case, drug hypersensitivity 
may have caused a “local debilitation,” since the 
man was otherwise healthy. i 


60 Brattle St. 
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Idiopathic Atrophoderma of Pasini and Pierini 


Y CMDR. CHARLES E. KEE, MC; LT. WILLIAM S. BROTHERS, MC, and 


Pasini and Pierini" was published by Dr. Orlando 
Canizares et al! They presented five cases of this 
rare entity and reviewed the literature from 1908 
through 1956. 

The outstanding features of this entity are as 


follows : 
1. The condition is observed in young persons, 


usually in the teens or twenties, starting with an 
insidious onset, and more often in women than 
men. 

2. The trunk is chiefly affected with the back 
almost invariably involved, while the face, hands, 
and feet are almost invariably free. 
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Fig. 1—Note the depressed, symmetrical, atro- 
phic, macular areas on the back, 


3. The lesions vary in size from a few centi- 
meters to patches covering large areas of the 
trunk. 


4. The lesions are bluish-violaceous or brownish- 
blue in color, depressed from the surrounding skin 
with a sharp, abrupt, “cliff drop" border, or a 





Fig. 2.—Note the area of localized scleroderma 
(morphea) on the left anterior iliac crest. 





Kee et al. 


gradual slant. Palpation of the plaques fails to 
detect any induration or abnormal sensation. 

The surface of the patches is smooth and 
with the exception of a faint blurred visibility of 
the deeper blood vessels is of normal appearance. 

6. The skin around the patches is normal, and 
no “lilac-ring” has been observed. 

If sclerodermatous changes appear, they de- 
velop years later within the patches of atrophy 
or simultaneously in separate lesions. 

8. The microscopic changes observed in 
cases reported show only edema of the collagen 
bundles of the deep cutis and some irregular 
clumping and loss of the elastic fibers in the same 
area. 


Report of a Case 


History.—A 22-year-old white man first no- 
ticed several small asymptomatic dark depressed 





Fig. 3—Closer view of the area of morphea 


on the left iliac crest. 
areas of the skin on his back about five years 
ago (see Figs. 1 and 2). These areas slowly: 
continued to enlarge peripherally, and a few 
new areas appeared during this period of time. 
The lesions occurred primarily along the mid- 
line of the back with the most recent lesions 
appearing along the lateral aspects of the trunk, 
shoulders, and chest. Eighteen months prior to 
his first visit to our clinic he developed, inde- 
pendently, patches of morphea over both iliac 
crests and on the right pretibial area (see Figs. 
2 and 3). His father, mother, and siblings have 
had no evidence of a similar skin atrophy. 
Examination.—The only positive physical find- 
ings were limited to the skin. The lesions were 
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Fig. 4.—Atrophoderma of Pasini 
and  Pierini; normal epidermis. 
Collagen bundles in lower 2/3 ot 
the dermis are swollen and írag- 
mented. Hematoxylin and eosin. 


X 50. 








= 


Fig. 5.—Morphea Atrophic epi- 
dermis with thickened homogenized 
collagen in the dermis. Hematoxy- 
lin and eosin. X 50. 
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ULTRAVIOLET HELMET 


centered along the midline of the back and became 
more sparse as they. radiated toward the chest 
and abdomen. They varied from dime-size to 
large areas measuring up to 6 cm. in diameter. 
One area covered the entire right shoulder. Many 
lesions had a sharp depressed border with a 
brownish base allowing the blood vessels in the 
atrophic areas to be faintly visualized. No 
changes could be seen or palpated in the surface 
layers of the skin—the skin being pliable, freely 
movable, and nonindurated. In contrast to the 
previously described lesions, the areas of morphea 
were whitish, firm, nonpliable, atrophic plaques. 
The areas of morphea were localized to the iliac 
crests and the right pretibial area and were not 
surrounded by any abnormal skin changes. 


Laboratory Results—Complete blood count, 
erythrocyte sedimentation rate, urinalysis, chest x- 
ray, total protein, serological tests for syphilis, 
serum electrophoretic pattern, protein-bound 
iodine, and radioactive iodine studies of the thyroid 
were all within the limits of normal. 


Biopsy —Biopsy from the areas of macular 
atrophy showed a normal epidermis; however, 
there was some fragmentation and edema of the 
collagen in the lower dermis (see Fig. 4). The 


Ultraviolet Helmet 


JOHN B. WATSON, M.D., Hollywood, Calif. 


An upside-down wastebasket with an opening 
covered by an amber glass is a curious looking 
object (Figs. 1A and 1B), Anyone who wears it 
looks like a humorous being írom outer space 
(Fig. 1C). However, when the purpose of the 
helmet is explained to a patient, he readily accepts 
its use. . 

Both the doctor and the patient may wear an 
ultraviolet helmet when ultraviolet treatment is 
being administered. It protects the face as well 
as the eyes. Its advantage over the ordinary weld- 
ing helmet is the protection of the head from 
all directions. When the doctor uses the helmet, 
he may stay in the room during the ultraviolet 
treatment without exposure to his eyes or face. 
The helmet is large enough so that the doctor 
need not remove his glasses before putting on 
the helmet. 

A patient in the sitting or standing position 
may use the helmet when the trunk or upper 
extremities are to be exposed to ultraviolet light 
and the head is to be protected. Its advantages 


Submitted for publication Aug. 21, 1959, 
Watson 


elastic tissue in the lower cutis was also frag- | 


mented and clumped. 


The biopsy specimen from an area of morphea 
(Fig. 5) showed an atrophic epidermis, loss of E 
appendages, with thickening and homogenization — 
Elastic- .— 


of the collagen bundles in the dermis. 
tissue stain revealed no apparent abnormalities. 


Comments and Conclusions 


This case was presented before the San Diego- 


Dermatological Society and a lively discussion 


followed concerning whether this condition is an - 


This 


entity or just a variation of scleroderma. 


condition is compatible with longevity, and, if | 


scleroderma develops, it either appears simulta- 


neously in separate lesions or occurs many years - 
later within the patches of atrophy. At present E 


there is no satisfactory method of therapy. 


Department of the Navy, U.S. Naval Hospital. 
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over a towel wrapped around the patient's head 
are unimpaired vision, unobstructed breathing, and 
its imperviousness to ultraviolet light. Since the 


patient can see out of the helmet, he can co- 


operate and keep his balance better than if his 
vision were obstructed. The patient may take 
off his helmet during part of a generalized treat- 
ment so that the usually sensitive skin on the 


face can be exposed to a reduced dose of ultra- 


violet light. The helmet may also be used by a 
patient when only his trunk is to be photographed. 


The construction of an ultraviolet helmet is an 
inexpensive do-it-yourself project. An appropriate- 
sized, rectangular, eye-level hole is cut in an or- 
dinary metal wastebasket with tin snips. A metal 
frame and a No. 5 amber glass may be obtained 
from a welding supply company (Fig. 1D). This 
frame is wired through its four corner holes to 
four corresponding holes drilled or punctured in 
the wastebasket (Fig. 1A). Friction tape is 
wrapped around the frame and wires to keep out 
light (Figs. 1A and 1B). The frame opens out- 
ward from the front so that the amber glass can 
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Fig. 1l.—Ultraviolet hel- 
met. A, front view. B, 
side view. C, helmet 
worn by a nurse. D, 
unassembled parts of the 
metal frame and the No. 
5 amber glass. 


be easily removed for cleaning. However, the 
amber glass seldom needs cleaning since it 1s 
further from the eyes than are the lenses of 


goggles. A hole punctured on the side of the 
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wastebasket may be used for hanging the helmet 


on a nail or hook in an inconspicuous place 
(Fig. 1B). 


6253 Hollywood Blvd. at Vine. 





Correspondence 


TOPICAL STEROIDS IN TREATMENT OF DERMATITIS 


To the Editor:—In a recent issue of this journal in an exchange of letters Drs. Kalz and 
Kligman discussed the merits of topical steroids in the treatment of dermatitis Since this: 
problem is of considerable importance, I should like to add a footnote to Dr. Kalz’s remarks. 


In his letter Dr. Kalz quotes the report by Schamberg, Askovitz, and Greenberg? These 


authors claimed that topical steroid therapy was not superior to a control base in a variety of 
dermatoses under the conditions of testing. These results are at variance with Dr. Kalz's own 
findings. Although Dr. Kalz quoted the report accurately, the conclusions of the authors are 
open to question. 

One of the key sentences in the statistical evaluation of this study is found in a subsequent 
discussion by Askovitz? "It was decided to divide the number of patients in whom no 
difference was observed into two equal groups and to add the number in each group to the 
totals of patients in whom there had been an observed difference." This decision is arbitrary 
and was severely criticized by statisticians. Only by this device could the authors arrive at the 
conclusion that the control group did as well as the steroid group. 

A critical evaluation of this issue will appear shortly in Dr. Schor's article on the misuse of 
statistics in medicine.* Through Dr. Schor's courtesy, I am quoting a pertinent section: “If 
the question to be answered was “How much better is the drug than the base?" then surely 
these nondiscriminating cases should be included in the analysis. The greater the proportion of 
ties the closer are the effects of the drug and the base. However, if the question is "Is there 
any difference between the drug and the base?" then all nondiscriminating cases should be 
excluded. The only cases included should bé those in which the superiority of one or the other 
is demonstrated. Obviously, if the drug is reallv 9796 effective and the base 9596, one would 
expect to get 98 ties out of every 100 studied. If these are included in the analysis one would 
almost never come to the conclusion that the drug was better when in reality it was! One 
simple and much better analysis of the same data . . . yields a significant difference at the 
596 level and the conclusion that the drug is definitely better than the base.” This difference 
between the drug and its base might be very small and medically unimportant in this particular 
case, but statistically this difference does exist, 

In summary, work of Schamberg and others cannot be used in support of the opinion that 
topical steroids have no therapeutical superiority over the control base. 
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PETER FLEscH, M.D., Ph.D. 
Department of Dermatology 
Hospital of the University 

of Pennsylvania 
Philadelphia 4. 


THE AGED HUMAN SEBACEOUS GLAND 


To the Editor: —With all due respect to Dr. Stephen Rothman's many wonderful contribu- 
tions to the science of dermatology, I was amused at his comment in the discussion of Smith's 
article in the December, 1959, issue of the A.M.A. ARCHIVES or DERMATOLOGY. The comment: 
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“After it was shown in our laboratory that progesterone caused sebaceous gland hyperplasia, 
the validity of this finding has been doubted. Jt was even claimed that progesterone is an 
effective therapeutic agent in the treatment of acne vulgaris.” 

For my part, I do not find the latter sentence at all hard to believe, particularly since it has 
been perfectly demonstrated to me many, many times in patients, both adolescent and post- 
adolescent, who show premenstrual flares of their acne. The effectiveness of premenstrual 
progesterone in such patients was first told me by Dr. Phyllis Jones who, together with Dr. 
John H. Lamb, has used premenstrual progesterone and progesterone-like substances in such 
patients, and with great success, for many years. Dr. Jones and Dr. Lamb feel that an 
inadequate premenstrual level of progesterone can be one of the causes of such premenstrual 
flares. 

The observations of Dr. Smith, in the article referred to above, are of great interest and 
his experiment beautifully executed. I believe it in error, however, to infer from that work, or 
to base a thesis on that work, that a medication must have a deleterious effect on acne simply 
because, in a certain dosage, it is capable of causing sebaceous hyperplasia. To my mind, a 
similar mistake in the opposite direction would be to assume the sole benefit of x-ray in the 
treatment of acne is due to its suppressive effect on the sebaceous glands. That this is doubtful 
was indicated in the discussion of Dr. George Andrews in the article of Way in the A.M.A. 
ARCHIVES OF DERMATOLOGY, January, 1960 (Way, S. C.: X-Rays vs. Other Modalities in the 
Treatment of Acne Vulgaris, A.M.A. Arch. Dermat. 81:103, 1960), and others have voiced 
these doubts also. 

Later in his discussion, Dr. Rothman quotes Zeligman and Hubener who provoked acne- 
form lesions by giving large doses of progesterone. Those doses are not employed in our 
treatment, therefore, that evidence does not apply in such cases. In support of this fact, 
endocrinology is full of examples showing that small doses of a substance need not parallel, 
simply in degree, the effects of larger ones. 

I hope that the above discussion makes my point that a laboratory observation does not 
automatically supersede apparently conflicting clinical experience. In this case, that experience 
has been corroborated by many far more eminent in dermatology than myself. 

The human body is, after all, certainly the greatest and least understood laboratory and it 
behooves us to fit the facts to the body rather than the body to the facts or, at least, the facts 
as we think them to be. 

WILFRED E. WoorpRipGE, M.D. 


321 Professional Building 
Springfield (4) Mo. 


REPLY TO DR. WILFRED WOOLDRIDGE 


To the Editor:—I appreciate Dr. Wooldridge's kind remarks about me. I agree with him 
that if progesterone in large doses causes sebaceous gland hyperplasia this does not exclude 
the possibility that progesterone in small doses has some kind of therapeutic effect in acne, 
no matter how unexpected and paradoxical such an effect may be. I have not denied this 
possibility. I also heartily agree with him when he says that "the human body is, after all, 
certainly the greatest and least understood laboratory." 


But this is how far I can agree. I certainly cannot go along with the enthusiasm expressed 


-in Dr. Wooldridge's letter about the “perfect demonstration" of progesterone's effectiveness in 


premenstrual flares of acne as observed by him and others. 


The trouble is with our not having well-established criteria of this effectiveness. I am 
most sympathetic with the great difficulties which arise when in such a situation reliable criteria 
must be sought for. But even if it is extremely difficult to find criteria this does not mean we 
do not need them. We should, if not otherwise at least pictorially, have some evidence before 
we talk of the “perfect demonstration” of the effect. 


The patient and the doctor are satisfied and believe that the effect is there. This is not 
sufficient evidence, no matter how numerous and how eminent the observers are. Let us not 
forget that until recently all experts without exception agreed that chaulmoogra oil is effective 
in leprosy. Today all experts, again without exception, agree that it has been without any 
effect. Or, many colleagues still are convinced that rubefacients are effective in alopecia 
areata—but where is the evidence? If it were so easy to observe moderate therapeutic effects, 
why did clinical investigators introduce the blind and double-blind tests? 
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CORRESPONDENCE 


The proof becomes particularly difficult if one has to judge a special complication of an 
irregularly fluctuating syndrome, namely premenstrual flare of acne. Did the flare-ups prior 
to treatment occur regularly and with equal severity? Were the patients observed long enough 
before treatment to be sure that the premenstrual flares are now regularly less intense? And 
if so, is this because of the hormone treatment? After all, acne is influenced also by fre- 
quency and type of washings, by sun exposure, by the use of cosmetics and their types. Even 
worse, as | pointed out earlier,’ the difficulty of clear judgment is compounded by the practice 
that the doctor simultaneously prescribes more or less effective local treatments which the 
patient may or may not have used. I have great sympathy with the argument that in private 
practice one cannot afford to do controlled experiments. But if so it becomes exceedingly 
difficult to arrive at valid conclusions. 


The situation is entirely different when we deal with striking therapeutic effects. No blind 
tests of placebos were needed to prove the efficacy of penicillin or of corticotropin (ACTH). 
Or, to stay in the realm of our own subject, there is hardly any necessity to do controlled ex- 
periments about the effectiveness of the broad-spectrum antibiotics in cystic acne. But is 
progesterone for acne in the same class? Is its effect so obvious, so reproducible, and 
so beyond doubt that we are entitled to neglect any attempt to present objective proof for its 
efficacy? After all, some authors reported on failures? and others on definite aggravation of 
acne after administration of progesterone.* 


Personally I am unhappy with the claim of an effect without presentation of evidence or 
partial evidence or at least presentation of a long and convincing series of pictures. Testimonials 
of authorities won't do. They never did. 
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DR. CALLAWAY'S ADDRESS BEFORE THE A.D.A. 


To the Editor:—In an article by Dr. Callaway ( Presidential Address given for the American 
Dermatological Association) appearing in this journal (December, 1959) I was surprised to 
read that Price (Brit. J. Dermat. 67:105, 1955) developed the concept that angiokeratoma 
corporis diffusum has associated abnormalities in other organs and in other systems. However, 
an association of angiokeratoma corporis diffusum with internal abnormalities was first 
described by Ruiter and Pompen (Arch. Dermat. u. Syph. 179 :165, 1939). In this article the 
abnormalities. found were grouped together under the name of cardiovasorenal symptom 
complex. 

Lately, there has been a growing tendency in medicine to cite almost exclusively fron: 
articles written in the same language as that employed by the authors in question. This does. 
not apply, however, to the mis-statement quoted above. Articles from the present writer om 
the same subject also appeared in the Anglo-Saxon literature, e.g., in the Brit. J. Dermat. and 
notably in the 4.M.A. Arch. Dermat. & Syph. (68:21, 1953), in which the observations dating 
from 1939 were referred to at length. Price himself, too, expressly reports these findings in his 
communication. We can but assume, therefore, that Dr. Callaway's statement must be imputed 


to an oversight, which, considering the abundance of data recorded in his article, is perhaps 
understandable. 


M. Ruiter, M.D. 
Groningen, The Netherlands. 
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EPIDERMAL CHANGES ASSOCIATED WITH "SCLEROSING HEMANGIOMAS" 


To the Editor: —We subscribe wholeheartedly to the “tendentious pronouncements” of Dr. 
Marcus R. Caro (A.M.A. Arc. Dermar, 80:793 [Dec.] 1959) regarding the epidermal 
changes associated with histiocytoma or dermatofibroma of the skin. We remarked in 1943 
(Arch. Dermat & Syph. 47:498 [April] 1943) upon the hyperplastic epidermal changes we had 
observed in 27 of these lesions. In perhaps 200 more of them seen since then, we have con- 
tinued to see such changes. We have never observed any changes consistent with basal-cell 
epithelioma, and we share Dr. Caro's skepticism regarding the view of Dr. Halprvn and Dr. 
Allen that this lesion may occur in as many as 8% of histiocytomas. 

Though we prefer to call these lesions histiocytomas or dermatofibromas, we have no 
quarrel with those who call them nodular subepidermal fibrosis. The term “sclerosing 
hemangiomas,” however, seems to us wholly inappropriate. For a lesion to be a sclerosing 
hemangioma, it must first be a hemangioma; and not once, in such cases, have we obtained a 
history consistent with this possibility. Nor have we ever seen, in an involuting or regressing 
hemangioma, any changes to suggest the appearance of histiocytoma or dermatofibroma. The 
name “sclerosing hemangioma” could only seem appropriate to an observer whose vision has 
not been, in Dr. Caro's words, “ripened by clinical experience." 


Harry L. Arnon Jg, M.D. 
Department of Dermatology 
Irvin L. TixppgN, M.D. 
Department of Pathology 
Straub Clinic 

Honolulu 14, Hawaii 


Manuscript Change 


In the article by Richard Carl Gibbs, M.D., entitled “Nylocaine (Lidocaine) Viscous,” 
appearing in the April ArcHIves, page 609, the first paragraph under the heading “Materials 
and Methods” should read as follows: 

Xylocaine (lidocaine) Viscous 2% is a cherry-flavored, semisolid, gelatinous preparation 
of the following composition *: 


Xylocaine (lidocaine HCl) diethylaminoacet-2,6-xylidide hydrochloride 20 gm. 
Carboxymethylcellulose 2.5. gm, 
Saccharine sodium | 0.075 gm. 
Methyl-p-hydroxybenzoate 0.07 gm. 
Propyl-p-hydroxybenzoate 0.03 gm. 
Flavor q.s. 


Distilled water to 100 cc. 
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Society ‘Transactions 


. CLEVELAND DERMATOLOGICAL SOCIETY 


Harold N. Cole Jr., M.D., President 
Sam |. Sato, M.D., Secretary 
Thomas E. Netherton, M.D., Recorder 


Sept. 24, 1959 


Pemphigus Foliaceus. Presented by Dr. WILLIAM 
E. CLENDENNING. 


A 50-year-old Negro man was admitted to Uni- 
versity Hospitals on June 1, 1959, with a three- 
month history of a severe, progressive vesicular 
and bullous dermatitis. The eruption began in the 
left inguinal region and subsequently became gen- 
eralized. Initial examination showed a generalized 
eruption of which the primary lesion appeared to 
be a vesicle on an erythematous base. Initially the 
contents of the vesicles were clear but rapidly 
became turbid. The vesicles extended in arciform 
and gyrate fashion eventually forming large plaques 
covered with a thick scale. Nikolsky's sign was 
negative, There was a musty, foul odor. 

Initial biopsies revealed subcorneal vesicles filled 
with acute and chronic inflammatory cells. A diag- 
nosis of subcorneal pustular dermatosis was con- 
sidered, and the patient was given short trials 
of Kynex and sulfapyridine without improvement. 
Further biopsies showed acantholysis of the granu- 
lar layer more consistent with pemphigus foliaceus 
or erythematosus. 

His hospital course was stormy, being compli- 
cated by a cellulitis of the forehead and secondary 
infection of many of the vesicular lesions. He 
finally showed improvement on a regimen of pred- 
.nisone 160 mg. daily and chloramphenicol 250 mg. 
qi.d. He was discharged on July 3 on prednisone 
120 mg. q.i.d. For one month following discharge 
he did well. The dosage of prednisone was slowly 
dropped to 20 mg. q.i.d. At this level new vesicles 
appeared on the chest and abdomen. The dosage 
of prednisone was immediately increased to 40 mg. 
q.i.d. However, the process continued to extend and 
he is now on 100 mg. prednisone daily. For the past 
week no new lesions have been noted. 


Discussion 


Dr. JouN A. Kenney: As with the other cases 
of pemphigus presented today, it is apparent that 
in observing these patients over a period of time 
they evolve, in a sense, until the final picture may 


Submitted for publication Feb. 24, 1960. 




















be very different from that first seen. This patient 
now presents a picture typical of pempig s 1 
foliaceus. 7 
Dr. W. E. CLENDENNING: The patient’s resporisé 
to therapy has been less than gratifying, particula i ` 
ly in the last three weeks. Up until a month ago 
we were doing very well on doses of prednisone E 
as low at 20 mg. a day. Then he began to brea 
through in spite of doubling his dose and € 
more than doubling it a second time. I feel that - 
we are just holding him on 100 mg. of prednisone 
a day. I am considering readmitting him but hesi- 
tate to do this because his hospital course before 
was complicated by bacterial infections. £- 
Dr. RicHArp B. StouGHTON: One of the big 
problems induced by using high doses of corticos- 
teroids is preventing or diminishing osteoporosis. - 
There is much debate as to the effectiveness of — 
estrogens and androgens. I feel that androgens have | | 
not been effective in preventing osteoporosis. L Ay 
believe that osteoporosis takes a matter of months - 4 
to come on even on high doses of corticosteroids. 5 
Dr. Jonn R. HasrniCK: The oral androgens are — 
difficult to depend on in managing osteoporosis. We 4 | 
have been trying to overcome this by giving ana-- ; 
bolic agents such as testosterone by injection. We i 
use Depo-Testosterone, injecting it weekly or semi- | 
weekly. : d 
Dr. RurH RAUSCHKOLB: In osteoporosis may T - es 
remind you that bone has to lose 3096 of its calcium | 
before it is demonstrable by x-ray. To prevent | 
osteoporosis you must start before there is x-ray | 
evidence. Methyl testosterone may work if you | 
use 5 mg. daily, but I believe estrogenic hormone Er 
is more effective. I think large doses of synthetic 
estrogen, such as diethylstilbesterol up to 3 mg. 
a day, are necessary. I have seen patients whose 
bones have improved on this. Of course, you can 
not give women of any age 3 mg. of diethyl- — 
stilbesterol a day indefinitely. Calcium as therapy d 
in osteoporosis is of no use. 
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Subacute Lupus Erythematosus. 


Presented by  ; 
Dr. ELIZABETH RAUSCHKOLB. ‘= 


A 14-year-old Negro girl was admitted to Uni- E 
versity Hospital on Sept. 5, 1959, because of a 
T ` 
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five- to six-month history of a pruritic, papular 
eruption involving the extremities and of an inter- 
mittent eruption on the face. There was no history 
of weight loss, fatigability, chest or joint pain. The 
only other complaint was that the patient’s menses 
had suddenly stopped. She had been seen in Derma- 
tology-OPD in July and August for treatment of 
a dermatophytosis. Only a nonspecific, pruritic, 
papular, excoriated eruption was present on the 
extremities. On Aug. 27, 1959, the patient pre- 
sented with a definite erythematous, edematous, 
slightly scaly eruption on the malar regions, left 
eyelid, left external auditory canal, and a petechial 
eruption on the lower extremities. Persistent 
pruritic papules were present on the arms plus 
the presence of definite erythema of the fingertips. 
Another outstanding finding was generalized 
lymphadenopathy and questionable parotid swelling 
bilaterally. There was no hepatosplenomegaly. 

Hemogram revealed a hemoglobin of 10.2 gm., 
hematocrit 32, WBC's 4,000 with a normal differ- 
ential. Urinalysis was unremarkable; STS nega- 
tive; ESR 50 mm.; BUN 15 mg. %. Total 
protein was 9.6 gm. % with 4.3 albumin and 5.3 
globulin. Serum electrophoresis : 

Albumin 47%, a-:-globulin 2.0, B2-globulin 5.9, 
B-globulin 3.8, y-globulin 40.4. Bone marrow was 


: $ unremarkable. Chest film and I.V. pyelograms were 


normal. EKG showed abnormal-T waves which 
were interpreted as normal in an adolescent. 

On bed rest alone the eruptions began to fade. 
The patient was afebrile the entire hospital course. 
On the fourth L.E. preparation from peripheral 
blood classical L.E. cells were seen, and fluorescent 
antihuman globulin test for lupus erythematosus 
was 3 plus. Prior to discharge a Kveim test was 
done, and an axillary node biopsy obtained. The 
patient is now on chloroquine 500 mg. daily. 


Discussion 


Dr. Jonn R. HAsertck: This 14-year-old Negro 
girl today presents a picture of remission or 
normalcy, and we have to go by what we are told 
in the history. I think that is perfectly compatible 
with systemic lupus erythematosus. In this instance 
I thought the L.E. preparations were very positive 
with nice rosettes in the smears. They were very 
distinct L.E. cells. Just a word about the fluorescent 
antihuman-globulin test: this is the test which 
uses the fluorescent antibody technique. We had 
hoped that this would be more sensitive than the 
marrow L.E. test. In two instances in our experi- 
ence to date, these fluorescent antibody tests have 
been positive when the regular L.E. test was 
negative, and then, later on, the regular L.E. test 
turned positive to confirm the fluorescent antibody 
test. It looks as though we are developing a test 
which will be a little bit more sensitive tħan the 
regular L.E. test. 
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Dr. RicHArp B. SroucHTON: We had three 
negative L.E. preps on this patient, and then sent 
her serum to Dr. Haserick and took one more 
L.E. test. Doth were positive on the same day, and 
it was a great aid in convincing the medical service 
that this was lupus erythematosus. At one time the 
patient did have lesions very suggestive of lupus 
erythematosus and severe lymphadenopathy which 
can go with it. 


Hypoglycemia of the Newborn: N odular 
Sclerema Neonatorum. Presented by Dr. W. E. 
CLENDENNING. 


A two-day-old baby was admitted to University 
Hospital on Aug. 20, 1959, because of a generalized 
convulsive seizure. Reportedly, the delivery was 
nontraumatic and uneventful. The mother is an 
alcoholic, and there was a history of inadequate 
diet and excessive ethanol intake in the weeks pre- 
ceding delivery. On admission the blood sugar was 
18 mg. 96. The baby was treated with intravenous 
dextrose and glucagon. By the fifth day of life 
the blood sugar was 60 mg. %, and the child was 
eating well and gaining weight. 


On the tenth day of life two yellowish plaques 
were noted on the trunk. Two weeks later another 
nodular plaque appeared on the left lateral aspect 
of the scalp. On examination, over the sternum at 
the level of ribs 1 to 3 was an elevated, yellowish 
plaque measuring 2 by 2 cm. with telangiectasis 
at the periphery. The plaque was firm, apparently 
nontender, and seemingly fixed to the underlying 
tissue. A similar lesion, measuring 1 by 1.5 cm. was 
noted on the left lateral aspect of the trunk at 
the level of ribs 7 and 8. On the left parietal 
region of the scalp was a 1 by 1 cm. nodular 
plaque, and on the cheeks there were discrete, 
translucent papules and telangiectasis. 

Hemogram and urinalysis were essentially nor- 
mal. Calcium was 10 mg. 96: phosphorus 7.3 mg. 
%. Skull film and EEG were normal. X-rays of 
the sternum revealed a probable cartilaginous type. 
tumor extending from the superior portion of the 
sternum. 

The report on an excision biopsy done on the 
plaque on the lateral aspect of the trunk is as 
follows: "In the subcutaneous tissue there is a 
marked diffuse change consisting of foci of fat 
necrosis with a surrounding granulomatous reaction 
(foreign body type). In numerous fat cells there 
are intracellular needle-shaped empty clefts with a 
radial arrangement. Throughout the lesion there are 
scattered deposits of basophilic material possibly 
representing calcium deposits." 


Discussion 


Dr. H. N. Core Jr.: Several months ago I saw 
an infant a few weeks old in whom this diagnosis 
was considered. This infant had two or three 
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saffron, erythematous plaques on the trunk. In this 
case we thought first of nevoxanthoendothelioma 
and of a localized type of mastocytoma. The biopsy 


report from Dr. Lund was of calcifying epithelioma : 


of Malherbe. I am inclined to believe this may 
be a localized form of sclerema neonatorum. 


Dr. A. E. WALKER: We have recently had 
several cases of the so-called sclerosing epithelioma 
of Malherbe. I was impressed by the similarity, 
clinically, of the lesions of this infant. Our cases 
were not infants, however, but children 3 to 4 
years of age. 


Dr. R. B. SroucHToN: When I first saw this 
patient, I did not even consider nodular sclerema 
neonatorum but thought of reticuloendotheliosis or 
of a type of urticaria pigmentosa. 


Dr. W. E. CLENDENNING: I have been unable to 
find much in the literature concerning this entity. 
There is some disagreement as to whether it war- 
rants a separate classification as subcutaneous fat 
necrosis or whether it should be classified as 
sclerema neonatorum of a localized variety. Two 
thoughts are held as to etiology: (1) some form 
of birth trauma (in this case it would be difficult to 
explain the distribution of lesions on that basis) ; 
(2) deficiency of oleic acid in these infants that 
causes the fat to be solid at normal temperature. 
The histopathological picture is typical of descrip- 


CLEVELAND DERMATOLOGICAL SOCIETY 
Oct. 22, 1959 


Waldenstróm's Syndrome-Idiopathic Hyper- 
gammaglobulinemia. Presented by Dr. Wir- 
LIAM DORNER JR. 


This 39-year-old white woman developed ery- 
thematous, slightly edematous, scaling lesions of 
the cheeks in 1951. This was diagnosed by another 
dermatologist as probable lupus erythematosus, 
and the lesions cleared with vitamin E therapy. 


In April, 1953, she was hospitalized for dilation 
of the ureters and received chloramphenicol, In 
July, 1953, she was hospitalized for leukopenia 
which was considered to be due to the chloram- 
phenicol. 


Between 1953 and 1956 she experienced in- 
termittent pain in the right flank and lost 35 
pounds. Since 1956 there has been periodic 
swelling of the feet and legs with associated 
petechiae. The edema and petechiae usually occur 
during the night following a day of increased 
activity. 


Submitted for publication Feb. 24, 1960. 





tions of this entity, although we were not aware — 


of a nodular form. 
Generalized sclerema neonatorum is often a 
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serious disease, whereas this is a benign condition. 


Within a week the lesion on the chest had begun 


to resolve, and we expect that it will do so leaving 


no sign or only slight atrophy. 
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The pediatricians have no explanation for hypo- — 
glycemia in the newborn and have not related it to... - 


J 


this condition. In the past year they have seen 


six cases of hypoglycemia in the newborn. It is 
usually fatal; this is the first case to survive. 


Dr. R. B. SroucHTON: It will be interesting to — 
see if we end with the histologic picture of calcify- 


ing epithelioma two or three years from now. 

Pemphigus. Presented by Dr. Morton A. Kress. 

Pemphigus Vulgaris. Presented by Dr. ELIZABETH RAUSCH- 
KOLB, 

Pemphigus Vulgaris. Presented by Dr. Morton A. Kress. 
Pemphigus Vulgaris. Presented by Dr. Ricuarp B. 
StouGuton, Dr. Rorr MILLER, and Dr. A. A. GLEN. 
Pemphigus Erythematosus. Presented by Dr. R. B. 

StouGHTON, Dr. Rorr MILLER, and Dr. A. A. GLEN. 


Pemphigus Vegetans. Presented by Dr. R. B. STOUGHTON, . 


Dr. Rorr MILLER, and Dr. A. A. GLEN. 

Dermatitis  Herpetiformis. Presented by Dr. R. B. 
STOUGHTON. 

Neurofibromatosis, Lupus Erythematosus, 
Eczema. Presented by Dr. Morton A. Kress. 


Sarcoidosis. Presented by Dr. WILLIAM E. CLENDENNING. — 


Congenital Defect of the Scalp of the En Coup de Sabre 
Type. Presented by Dr. Sam I. Sato and Dr. James 
R. Driver. 


Since 1958 she has been developing slightly 
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edematous, erythematous macules with central 


scaling of the exposed areas following sun ex- | 


posure. There has also been persistent eruption 


of the right cheek and adjacent temporal area - 


A 


consisting of erythematous macules with telan- 
giectasis. 


A hemogram in September, 1958, showed a total 
white count of 3,800 with 45% polys, 42% lymphs, 
and 13% monocytes. Repeated counts since then 
have been normal. Repeated urinalyses have always 
shown 2-8 WBC/HPF and 4-10 RBC/HPF. Even 
after fluid restriction the specific gravity has not 
been above 1.009. Total protein is 9.4 gm. % 
(normal 6-8) with an Ag ratio of 1:1, and an 
electrophoretic pattern of the serum shows hyper- 
gammaglobulinemia. Repeated L.E. preps on the 
blood and bone marrow have been negative while 
a L.E. precipitation test was reported as 4 plus. 
The VDRL is negative. Total cholesterol is 105 
mg. '% (normal 150-250) and cholesterol esters 
103%. Thymol is 10 units (normal 5) and alkaline 
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= phosphatase is 2.5 mg. % (normal 1.5-4). Bone 
— M marrow examination was reported as mild myeloid 
{y hyperplasia with maturation arrest. Chest x-ray, 
—— upper GI series, and cholecystogram were in- 
EC terpreted as normal. 
^. ^ An abstract of the report from a biopsy of 
2. the right cheek and right upper arm done in 
— August, 1959, is as follows: In one or two small 
= areas of the epidermis there are foci of edema. 
M The principal changes are in the corium, and 
=- these are an infiltration of lymphocytes and plasma 
if Eris about the blood vessels, occasional Russell- 
: fuchsin bodies, densely stained serum in the 
f p rria, and an eosinophilic serous fluid in the 


connective tissue and lymphatics. Occasionally 


— endothelium, and the infiltrate is sometimes peri- 
F E follicular. "In view of the clinically observed 

A * « hypergammaglobulinemia, the presence of plasma 
Bf cells, and plasma cells containing fuchsin bodies, 
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E and of the proteinaceous fluid in capillaries and 
— — lymphatics, I (Dr. Lund) would infer that the 
b skin changes are part of the manifestation of 
... Waldenstrom's syndrome." 
^". Since the onset of therapy with Plaquenil 200 
VM $ mg. per day and triamcinilone 2 mg. b.i.d., there 
= has been no further leukopenia, and the eruption 
JN resulting from mild sun exposure fades rather 
quickly. 


Discussion 


"4 a Dr. F. M. McDonatp: I first saw this patient 
* in 1951 and made the diagnosis of probable lupus 
E erythematosus. In retrospect it would have been 
d . very nice if a biopsy had been taken at that time. 
— I think that the clinical picture would have been 
N pretty well accepted by all of you as subacute 
` lupus erythematosus. The facial eruption was fol- 
3k ; lowed by purpura on the legs. With this sequence 
- of events a condition such as Waldenstróm's 
E B ndrome might then have been suspected. 
Pu Dr. WILLIAM Dorner JR.: With the cold sensi- 
© tivity and intermittent leukopenias this woman has 
E presented, I suspect this will eventually become a 
7! disseminated lupus erythematosus. The hyper- 
—  gammaglobulinemia is probably secondary rather 
E than primary as we think now. It is interesting 
that the leukopenia she had in 1953 was thought 
$ Y to be due to chloramphenicol. Once again the drug 
- was blamed for something for which it probably 
= was not responsible. 


. Granuloma Annulare. Presented by Dr. WIL- 
|^ . LIAM C. MARSH. 

~ A 53-year-old white woman has had nodular 
' lesions of the elbows, knees, and dorsal aspect of 
- the hands for approximately two to three years. 
b . The lesions are annular with firm nodular borders 
from pencil to silver dollar size. The lesions are 

4 B. asymptomatic except when bumped, when slight 
1 tenderness is present. Match head size papular 
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there is a slight acidophilia of the capillary lining > 
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lesions which are pruritic have developed on the 
upper back during the past three months, and 
within the past month there has been a spread of 


‘these smaller type lesions to cover almost the en- 


tire body. The patient had a history of duodenal 
ulcer four to five years ago and has an extremely 
nervous temperament. 

The patient was on calciferol (Drisdol), 50,000 
units bad, for six weeks without any change in 
her condition. The large lesions of the elbow were 
injected with procaine on two occasions without 
any improvement. Later the large lesions were in- 
jected with prednisolone (Hydeltra). One month 
later these lesions had almost completely regressed. 
At the present time the patient is only on 
dexchlorpheniramine (Polaramine Repetabs), 6 mg. 
b.i.d., orally. | 


This patient is being presented for therapeutic 
suggestions, 


Discussion 


Dr. H. N. Core Jg: I have a middle-aged 
woman who has had granuloma anmulare for four 
to five years. She has sporadic remissions and 
exacerbations. I must confess her eruption is not 
as generalized, but the lesions do look similar to 
these, and the diagnosis-has been substantiated by 
biopsy. Of course there are several other condi- 
tions one would have to consider: first, the pos- 
sibility of sarcoidosis; also in some ways cutaneous 
mucinosis; and generalized amyloidosis, but not 
seriously. 

Dr. H. A. Haynes Jr.: For some unaccountable 
reason I have seen more granuloma annulare in 
the past six months than in the past twenty years 
put together. Many of the lesions disappear as if 
by magic with only one or two treatments of 75 r. 
If they are going to do that, they do it promptly 
with one or two treatments. If not, it seems use- 
less to continue radiation. I have no way of know- 
ing which lesions will be radiosensitive. One or 
two areas might be irradiated to see if this patient 
is among the group that would rapidly involute. 
I think carbon dioxide snow is out of the question 
in this patient. 


Dr. Ruru RauscHkoLB: This is an excellent 
example of my profound belief that the majority 
of dermatoses are of systemic origin. These 
lesions are certainly not externally caused. I have 
seen only one close-handed generalized granuloma 
annulare. This in no way resembles that case, 
which had been proved by biopsy. I favor cutaneous 
mucinosis, but I speak without having a good deal 
more information on the patient. Certainly we 
need a biopsy which must be taken with every 
possible projection in view. I think, too, this is 
not cutaneous amyloidosis, because it is subjectively 
an asymptomatic eruption. The ones I have seen 
were usually highly pruritic. 
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Dr. W. C. Mars: This patient had typical 
granuloma annulare for two to three years and 
was diagnosed as such by three other dermatologists. 
The only reason she sought treatment three months 
ago was that she began to develop small lesions 
over the upper back. When I first saw her, I 
did not consider biopsy because of the typical 
appearance. I hesitated to use x-ray because of 
the generalized eruption and did not use corti- 
costeroids systerhically because of her history of 
uker. As far as I can see, that leaves only solid 
carbon dioxide or bismuth, and whether bismuth 
does any good in granuloma annulare I do not 
know. 


Case for Diagnosis: Industrial Eruption? Pre- 
sented by Dr. WitLrIAM C. MARSH. 


This 31-year-old Negro man was referred for a 
dermatology consultation by one of the rubber 
companies. He has had a generalized eruption for 
the past two weeks, the onset of which was at the 
belt line with a rapid generalization within one day. 
The patient stated that he had a similar eruption 
one year ago during the winter months. It lasted 
approximately two months and cleared while the 
patient was laid off from his job. The eruption 
is asymptomatic and at no time have there been 
systemic symptoms. He denies treatment for syphi- 
lis and denies taking medication of any type. 


The face, arms, legs, and trunk present gen- 
eralized scaling with pinpoint to match-head size 
papulosquamous lesions. The palms and soles are 
clear. There are no mucous membrane lesions and 
no lymphadenopathy. 

VDRL and Kline are nonreactive; hemoglobin 
13.5 gm., RBC 4,690,000. WBC 7,650 with 46% 
polys, 35% lymphs, 14% monos, and 7% eosino- 
phils. 

Differential diagnosis includes : 
psoriasis, lichen planus, drug eruption, 
dermatitis, winter eczema, and lymphoma. 

This case is being presented for diagnosis and 
for an opinion as to whether this eruption is in- 
dustrial in origin, 


parapsoriasis or 
contact 


Discussion 


Dr. T. E. NETHERTON : My first thought was that 
this would fit the clinical picture of parapsoriasis, 







but one diagnosis I thought should also be en: 
tertained was pityriasis rosea. Of course the — 
history of having had a similar episode a year be- a 3 
fore would tend to negate that diagnosis. The | 
clinical course will help here. I do not feel this is - : 
an industrial contact condition. E. 
Dr. S. N. UrrvrrcH: On first looking at this | E 
man, I entertained the diagnosis of pityriasis rosea. — 
Although the statement was made that he had - E 
taken no drugs, on further questioning he gave | 
me the history of having taken 666 which contains | 
Es- 
iodides and antipyrine. This brings up the pos-- xg 
sibility of this being a drug eruption because he | 
took 666 one month ago and this eruption dates | 
three weeks. M 
Dr. H. N. Core JR.: Clinically I think this is a- E 
case of guttate parapsoriasis. | have seen very | T 
few of this recurrent type but believe this case — - 
fits the category. A 
Dr. G. W. BINKLEY : I considered the three pos- 3 
sibilities mentioned; parapsoriasis, drug eruption, | 
and pityriasis rosea. I felt more inclined tol E 
pityriasis rosea than anything else, primarily E 
cause of the very short duration. Parapsoriasis ^ 
would have slower evolution before it would de-  . 
velop so many lesions including the skin of the E 
face. The localization of very pale, scaling lesions Ee. 
along the anterior axillary line is so characteristic — 
of pityriasis rosea or pityriasis rosea-like drug - a 
eruptions that | should place pityriasis rosea first, E 
drug eruption second, and parapsoriasis third. ^ ~ 
Dr. W. C. MansH: I did not see this patient in. — — 
early 1958 although he was seen at the dispensary. E i | 
The doctor at the dispensary states that the erup- ~ 
tion in 1958 was practically the same as it is now. 
It completely disappeared in two months without — 
any treatment. I saw this patient a week ago and  -. 
would estimate that he is approximately 50% 4 
better today. I quizzed him specifically about 666; E 


there is also phenophthalein in that preparation. Om 
Mycosis Fungoides. Presented by Dr. WILLIAM Dorner Jr. © x 


E 
Pemphigus Vulgaris with Ocular Manifestations. Presented uu Es 
by Dr. A. L. Lzizv. | 





E 
E 


Mycosis Fungoides. Presented by Dr. F. M. McDowarp. ME 
Dermatomyositis. Presented by Dr. F. M. McDonaLtp. — 
Case for Diagnosis—Nummular Eczema? Presented by Dr. Md 
A. L. Lery. m 
Verrucae Vulgares. Presented by Dr. H. A. Haynes. d 


Unhealed Burn and Keloids. Presented by Dr. A. L. LErBY. 
Scleroderma Treated with Ultrasonie Therapy. Presented ^ 
by Dr. A. L. Lersy. E 
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CLEVELAND DERMATOLOGICAL SOCIETY 
Jan. 28, 1960 


Discoid Lupus Erythematosus in a Newborn. 
Presented by Dr. JEROME Z. Lirr and Dr. IRVING 
L. ScHONBERG. 

A light Negro girl, was born on Sept. 11, 1959, 
by a normal delivery. The gestation period was nine 
months and the birth weight was five pounds eight 
ounces. It was noted that the mother received 
steroid therapy during the course of the pregnancy 
for "arthritis." 

At birth she presented a deeply erythematous, 
somewhat depressed, atrophic eruption over the 
midforehead region, cheeks, across the bridge of 
the nose, eyelids, chin, and mandibular areas. These 
patches were sharply demarcated, the borders were 
irregular, and many of the areas were confluent. 
In addition, there were several erythematous, 
atrophic, bald patches, measuring one-half to one 
cm. in diameter scattered throughout the scalp. 
Follicular plugging was particularly evident in these 
latter plaques. The eyelids were markedly edema- 
tous, and denuded areas were noted over both 
upper eyelids. The physical examination otherwise 
was not remarkable. 

Laboratory examinations done 48 hours after 
birth included a normal urinalysis, hemoglobin 
16.6 gm., RBC 4,910,000, and WBC 14,000. Sero- 
logic test of the cord blood was negative. The 
L.E. test was negative. At 10 weeks of age a biopsy 
was taken from an area over the chin and was 
reported as follows: “There is some thick horny 
layer with patchy parakeratosis. The epidermis 
shows slight washing out of basal margin in some 
areas with exocytosis. The papillae are edematous. 
The upper half of the cutis shows banal inflam- 
matory infiltrate, which is rather scattered, but 
is also concentrated to some extent around vessels 


and adnexa." 


The patient has been taking 25 mg. of chloro- 
quine diphosphate daily for the past six weeks with 
some lightening of the eruption. There have, how- 
ever, been a few new scaly patches seen over the 
upper chest and trunk in the past month. 


Discussion 


Dr. J. Z. Lirr: The only other case I know of 
a newborn having lupus erythematosus was reported 
by McCuistion and Schoch in December, 1954. 
They presented a baby with possible discoid lupus 
erythematosus. The L.E. test was negative. The 
29-year-old mother subsequently developed acute 
disseminated lupus erythematosus 11 months later. 


Submitted for publication Feb. 24, 1960. 
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Our patient had all the clinical stigmata of lupus 
erythematosus and some of the histopathologic 
findings. The L.E. test was negative. There have 
been many examples of placental transfer of the 
L.E. factor, and in these cases the patients have 
L.E. cells in the blood but nothing clinically. I 
believe this is one of a very few cases presented 
where the patient is actually born with all the 
clinical evidence of lupus erythematosus. 


Keratoderma Palmaris et Plantaris Affecting 
Three Members of the Same Family. Pre- 
sented by Dr. IRVING SCHONBERG and Dr. JEROME 
Lrrr. 


This 29-year-old white man has had a progressive 
thickening of his palms and soles which began when 
he was 6 months old. He was born in Detroit, as 
was his mother. He has no information concerning 
his father. His maternal grandparents were born in 
Italy, and, as far as can be determined, they were 
not related to each other. 

At the age of 16 he was treated with four or 
five x-ray treatments with no change in the con- 
dition. He has also been treated with salicylic acid 
in varying percentages and with oral vitamin A 
while in the service. 

His son, 15 months of age, began to develop 
a thickening of his palms and soles when he was 
one week old. This has become progressively worse 
since then. 

His daughter, 4 months of age, began to develop 
a similar condition soon after birth, which occurred 
simultaneously over the palmar aspects of the 
fingers and on the soles. 

Examination reveals very marked hyperkeratosis 
of the palms and soles affecting the father and son, 
and moderate thickening of these parts in the 
daughter. The daughter’s insteps are as yet not 
affected. 


Discussion 


Dr. GrorGE Stroup: With regard to possible 
therapy, at the Pittsburgh Central States meeting 
several years ago, Dr. Urbach recommended 30% 
urea in aqueous solution as a soak for a day or so, 
then debridement with a scapel. I have used this 
treatment in a case and, instead of debriding with 
a scalpel, used dermabrasion with a coarse diamond 
wheel. I should recommend this as a control type 
of treatment in these cases. 


Dr. RicHarp B. StoucHton: These are very 
interesting examples of hereditary palmar and 
plantar hyperkeratoses. I have nothing to offer as 
far as therapy is concerned but should like to 
comment on the fact that the keratin we have all 
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over our bodies seems to be very different in dif- 
ferent areas of the body. This is particularly true 
in the palms and soles where keratin develops into 
a very thick layer in utero, and the individual is 
born with thick keratin material in these areas 
without the benefit of continuous trauma. Histo- 
chemical staining of the barrier area, particularly 
with those techniques showing sulfhydril groups, 
shows that the barrier area in the horny layer of 
the palms is very different from the barrier area 
elsewhere. Also, I wonder if antigenically there is 
a difference between keratin of palms and soles 
and keratin elsewhere, because of the frequent 
association. of severe vesicular, id-like responses 
which occur more frequently on the palms and 
soles than elsewhere. This is true of contact derma- 
titis of the feet where you may have an id-type 
response on the palms more prominent than else- 
where on the body. 


Dr. JouN A. KENNEY: Some years ago at the 
Chicago Dermatological Society meeting a case 
of hyperkeratosis was shown in which lithium 
bromide was used in treatment. It was supposed 
to make the tissue pick up water and be more 
hygroscopic, 

Dr. R. B. SroucHToN: The story of lithium 
bromide primarily was that there is a hydrogen 
bond breakage, usually at a concentration of 75%, 
and although this did soften keratin, it would also 
soften nails and the surrounding skin to a point 
where it was difficult to control. The dermatitis 
caused by lithium bromide was frequently worse 
than that with which you started. 


Case for Diagnosis: Localized Plaque of 
Psoriasis Vulgaris? Presented by Dr. THOMAS 
E. NETHERTON. 


A 10-year-old white girl was seen for the first 
time on June 8, 1959, with the complaint of a 
localized patch of mildly excoriated, lichenified, 
erythematous papules of irregular contour located 
on the left anterolateral aspect of the shin. Sub- 
jectively, there was variable pruritus. The lesion 
had been present approximately one year without 
letup and with minimal increase in size. Previous 
topical therapy by the family physician was of no 
benefit. There was a negative personal and family 
history for atopy and psoriasis. Except for the 
localized lesion of the left shin, the remainder of 
the physical examination was within normal limits. 


At the onset, the patient was placed on Vistaril 
by mouth, and a 0.5% hydrocortisone in Triburon 
ointment topically. When seen one week later, 
there was 50% improvement, and the itching was 
minimal. At a later date, she was switched to a 
mild tar ointment for local use. Over a two- 
month period, she was given four separate x-ray 
treatments of 50 r each with minimal response. 
On Aug. 27, 1959, a punch biopsy was obtained. 





Following the pathologic report, she was started on — 


lipan (improved) with continuation of basically 
the same topical therapy. During the next 2 to 3 
months there was minimal improvement. 


The biopsy report is as follows: “There is - 
and hyperkeratosis. - 


considerable — parakeratosis 
The rete is definitely acanthotic throughout. The 
papilae are rather high in many places. 
capillaries in the papillae are rather well formed 
and have thick endothelial cells. 
relatively normal throughout. Impression: psoriasi- 
form dermatitis." 

The case was presented for therapeutic sugges- 
tions and confirmation of the proper diagnosis. 


Discussion 


Dr. THomas E. NErTHERTON : This is a psoriasi- 
form picture. It could be psoriasis, but also neuro- - 
dermatitis or even chronic trauma could give rise — 


to this same picture. My impression is psoriasi- 
form dermatitis, but I included in the differential 
diagnosis  neurodermatitis | circumscripta, 
striatus, and localized lichen planus. 

Dr. I. L. ScuoNBERG: The patient did have some 


evidence of keratosis pilaris on the arms, scaling 


of the elbows, and scaling of the scalp. Examina- 
tion of the lesions did not show a typical psoriasis, 
but with a fixed eruption, the scaling, and the 


erythema, I should be inclined to call it a type of- 


psoriasis. I have had two patients with similar 
lesions, both linear in arrangement. By following 
the patients, I was eventually able to make the 
diagnosis of psoriasis, even though the scales and 
bleeding typical of psoriasis were not present. The 
only therapeutic suggestion I have is that it might 
be worthwhile to try grenz ray therapy. 

Dr. G. W. BrNKLEY: The histology. of this 
lesion was fairly good for a psoriatic reac- 
tion. There was sharp alternating parakeratosis. 
The hyperkeratosis goes along with psoriasis. The 
acanthosis was very regular. Ballooning of the 


papillae was there and moderate. The only thing . 


lacking would have been a bit more infiltrate in a 
band-like zone. I think we have about 95% 
pathologic evidence for a psoriatic reaction. 


Dr. R. B. SrouGHton: Dr. Van Scott has done 
interesting work recently with psoriatic lesions in 
regard to agents which interfere with nucleopro- 
tein synthesis and of agents which interfere with 
the mitotic cycle of the epidermal cell in particular. 
He has shown that many of these agents, such as 
Aminopterin and colchicine, when applied under an 
occlusive patch for 48 hours or a week completely 
defeat the psoriatic lesion in the sense that the skin 
went back to an epidermis of normal thickness. The 
inflammatory reaction also disappeared. When ap- 
plied in open fashion on the psoriatic lesion they 
have no effect. These agents might be used, not 
as regular therapy, but as a way of diagnosing 
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psoriasis since the psoriatic lesion does seem to 
X = respond to these agents applied topically under an 
— occlusive patch. 

— JJ DR. G. W. Binxtey: I think it would be well to 
p do a control with this occlusive dressing. We all 
- . know that neurodermatitis will clear beautifully 
~ with just a plain patch. 


WC 

j E Mycosis Fungoides Treated with Cytoxan. Presented by 
~ Dm. IRVING SCHONBERG. 

D^ Case for Diagnosis: Lupus Vulgaris, Radiodermatitis? 
wb Presented by Dr. InviNc ScHONBERG and Dr. JEROME 
gu Litt. 

Ti 

EM 

Eit -/ 

Mi 

EGG 

EL 


|. DETROIT DERMATOLOGICAL SOCIETY 


E. Alice E. Palmer, M.D., President 
= John N. Grekin, M.D., Secretary 


er 


500 Nov. H, 1959 
No 
. Diagnosis: Rothmund's Syndrome (Poikilo- 
n derma Congenitale of Thomson) vs. ?Pellagra- 
3 like Changes. Presented by Dr. A. C. Cumris 
1 — and STAFF. 
b. - This Mexican child began to develop a strange 
E. atrophy of the skin beginning at about one year of 
HE age. He had been very ill from shortly after his 
— birth until about 18 months of age, when he began 
—' to grow, eat, and develop fairly well. The atrophic 
disorder first appeared on the cheeks and external 
ears and then on the arms, buttocks, and, most 
recently, over the skin of his legs. There is no 
E history of skin disease, developmental defects, or 
- cataracts in the family, and no history of consan- 
= guinity. There are no untoward subjective symp- 
= toms. Physical examination was essentially normal 
except for the skin which showed extensive reticu- 
lated, pigmented, and atropic, though not telangiec- 
; E. tatic, changes in the areas noted above. There were 
E small islands of normal-appearing skin among the 
^ web-like pattern of atrophy. There was conspicuous 
" absence of involvement of the flexor aspects of 
E the upper extremities, trunk, and popliteal spaces. 
ES. When first seen, there were a few small bullae, 
s 3 the largest being 6 mm., on his right lateral leg. 
—.— These were surrounded by slight erythema. Accord- 
: ing to the parents, this blistering had first appeared 
- on a trip to Mexico only a few weeks previously. 


i. 


zi A The process on the leg stopped sharply at the level 
- . of the stocking tops, but there was some early 
~ thickening and redness around the proximal edges 
3 — of his heels. There was no evidence of abnormality 


d of the hair of his scalp or brows, and the teeth, 
- - tongue, oral cavity, fingernails, all appeared normal. 
The process apparently was totally asymptomatic. 


d Laboratory: No abnormal findings. 
^. Submitted for publication March 21, 1960. 
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Case for Diagnosis—Lupus Erythematosus? Presented by 
Dr. InviNG ScHonBERG and “Dr. JEROME Litt. 

Multiple Keloids of the Face, Neck, Trunk, and Extremi- 
ties. Presented by Dr. N. R. KnmurkIN (by invitation) 
and Dr. S. N. ULevitcu. 


Kaposi’s Idiopathic Hemorrhagic Sareoma. Presented by 
Dr. Metvin Bropy. 

Vitiligo-Treated with 8-Methoxypsoralen. Presented by 
Dr. IRVING SCHONBERG and Dr. JEROME Litt. 


Case for Diagnosis—Pruritus. Presented by Dr. Irvine 
SCHONBERG. 

Basal-Cell Epitheliomatosis. Presented by Dr. Irvine 
SCHONBERG and Dr. JEROME Luirt. . 


Treatment: Since August of this year the child 
has been taking 1.2 cc. daily of Poly-Vi-Sol. He 
had only started taking Poly-Vi-Sol a few months 
before he was first seen here, and his dose was 


0.6 cc. daily. 


Dr. GEORGE Sexton, London: I like to refer to 
this condition as the '""Thomson-Rothmund syn- 
drome" because Thomson, a dermatologist, so 
beautifully described the cataract associated in 
almost all of his patients. I have observed 11 such 
cases. There are several points worthy of mention. 
Firstly, I was able to establish consanguinity. In 
this particular case the language difficulty prevented 
an accurate history to be taken. However, it was 
four years before I was able to establish consan- 
guinity in my group. From the history I gathered 
the child's lesions started quite typically, at a 
little earlier age than usual, with edematous 
erythematous lesions on the face and ear at 3 
months of age, followed by telangectasia. There 
is slight atrophy over the face, knees, and arms 
and on the buttocks. The areas of telangectasia 
shine through the fine atrophy. The pigmentary 
changes described by Thomson were difficult to 
assess due to the dusky Mexican skin. The mother, 
through the interpreter, told me that the child is 
very sensitive to sunlight. All of my patients, up 
to 3 years of age, sun blistered and manifested 
urticarial lesions, which I gather this child did. 
All my cases and most of those of Rothmund, 
developed cataracts at 4 or about the age of 5. 
This child is 3, and it would be wise to anticipate 
cataracts in this child. This is an only child, 
but the father is one of nine children, none of 
whom have skin changes. Four of the eleven cases 
in my series were adults. I had the opportunity 
to follow up on in Austria two sisters in Roth- 
mund's series, who lived to a ripe old age, 91 and 
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92 years, respectively. Both gave a history of 
squamous-cell carcinoma. I think we can predict, 
too, as the child gets older, it will develop kera- 
tosis, and one has to be on the look-out for the 
possibility of malignancy developing. Another 
feature of all of Rothmund’s cases was sterility. 
One of my adult patients had one child at the age 
of 21, and then her menses stopped; the other 
patients were sterile. I think one can predict and 
should explain to the parents the possibility that 


| these children may be childless. 


Case for Diagnosis. Presented by Dr. GEORGE B. 
SEXTON, London, Ontario. 


Ten weeks ago this 48-year-old woman developed 
an erythematous eruption of the vertex and occiput 
of the scalp associated with somewhat profuse hair 
loss. Scattered erythematous papular lesions in- 
volved the trunk, axillae, and groin, and the nails 
showed pitting. 

She had had a "kidney infection" after the birth 
of a child 13 years ago. The appendix and one 
ovary were removed in 1940. In 1959 she developed 
cystitis and otitis media followed by “flu.” The 
patient had been using hair tints for a considerable 
time. She had been working as a beautician and 
was forced to contend with considerable business, 
as well as family problems. 


Laboratory: Fungous studies of the active 
cutaneous lesions and of the hair were negative. 
The urinalysis, Wassermann test, and blood sugar 
were normal. The scalp showed the usual number 
of hair follicles and was not diagnostic. 


Treatment consisted of sulfur and tar prepara- 
tions locally, together with chloroquine 250 mg. 
daily for three weeks. 


Dr. Georce B. Sexton, London, Ontario: This 
woman was presented for diagnosis, but the picture 
has changed since my observation of her in October. 
The skin lesions were not consistent with any one 
entity, as many were almost psoriatic in the inter- 
triginous areas, but the lesions in the scalp were 
more infiltrated, but the biopsy was not suggestive 
of either psoriasis or lupus erythematosus, and 
the loss of hair seemed to be unrelated except 
for the onset two months prior to my first observa- 
tion. She has been under considerable nervous 
tension, and it is possible that the whole eruption 
may be associated with a neurodermatitis. How- 
ever, an additional reason for presenting the case 
was to stimulate a discussion on the frequency of 
alopecia in women at a relatively early age, at 
least that is my experience in office practice in the 
last few years, and I am afraid that I do not have 
the answer. The use of chloroquine in this case 
was stimulated in its use by a confrere in 
western Canada, who referred me a little girl 8 
years of age with total alopecia of the scalp, who 
had apparently responded to this drug. 


Dr. HARTHER Kerm, Detroit: This patient is a 
hair dresser and she had a dermatitis on her hands, 
including the palmar surface. 
developed a contact dermatitis and spread it around 
the rest of her body. 
taneously disappeared without chloroquine. 


Dr. ALICE PALMER, Detroit: It has been known 


for about 50 years that 10% of all women will | 
show a male type of thinning of the hair as they |. 
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develop into full adult life. Such thinning usually | 
begins at about 20 and can be detected, but at 


about the age of 50 approximately 10% of all | 


women will show a type of male hair loss. Just iE 


as in men the pattern shows fronto-temporal re- 


cession and sparseness at the crown. Around the - 
ears and back of the neck the hair is full. The 
condition is supposed to be due to androgen activity. 
We are doing some studies now and are trying 


to get our data collected on a series of our patients 
who show this condition. Hair loss, of course, oc- - 


curs in connection with senility. 


This may be a good place to interject a criticism - 
of modern methods of beauty culture as it applies — - 


to hair these days. While the hair is wet it is 
stretched and rolled on metal rolls or held in place 


with metal clips. The hair is then bound in place — 


by a net, metal clips, rollers and all, and the head 
is subjected to a continuing blast of hot air. Then 


the hair is brushed out into position and sprayed: 


with a solution to keep it in place. The spray 
vehicle is frequently carbon tetrachloride. 


sometimes just oozing oil. 


difficulty. If they have had both a thyroidectomy 


and a hysterectomy, it is practically a guarantee of - 


loss of hair. 


Dr. Lee Carricx, Detroit: I see quite a few of 
these alopecia problems in women, also, and I have 


routinely been getting PBI tests on them. I would — 
say a fair majority of them have a PBI at the — 
I think ` 


low limits of normal, or below normal. 
they do very well on thyroid, along with stimulating 
local therapy. 

Dr. Ropert GREKIN, Kalamazoo: Nylon brushes 
with square cut bristles can often be implicated. A 
number of these patients do better if they use 
a natural bristle brush or a nylon brush with 
rounded bristles. 

Dr. Owen HENDRON, Pontiac: In some patients 
the detergent shampoo may be at fault. 


Diagnosis: Candida Granuloma Associated with 
Widespread Superficial Epidermophytosis (E. 
Floccosum). Squamous-Cell Carcinoma of 
Distal One-Third of Esophagus. Presented 
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time of discharge. 


by Dr. A. C. Curtis and STAFF OF UNIVERSITY 
Hosprrat, Ann Arbor. 


A 38-year-old white man developed thrush in 
the mouth at age of 4, following scarlet fever. At 
age of 5, he developed nail dystrophies. At 18, 
after working in an army camp, hyperkeratotic 
and verrucous lesions developed on both feet and 
the toenails. On the medial side of the right ankle, 
a soft granulomatous tumor about 3 inches in 
diameter appeared and similar lesions later de- 
veloped on the scrotum, left thigh, and upper chest. 


In 1953, the New York Skin and Cancer Clinic 
diagnosed pachyonchia congenita and dermatitis 
vegetans of the feet. Candida albicans was grown 
from the mouth and fingernails; while scrapings of 
the groin, left upper chest, arms, and feet re- 
vealed the characteristics of epidermophyton floc- 
cosum. The tumor on the right foot was removed 
surgically, as were some lesions on the left foot. 
Other lesions were improved by topical fungicides. 


. They also performed a series of autoinoculations on 


the back with patient’s own strains of Candida 
albicans and E. floccosum, and stock laboratory 
strains. These later had not apparently grown at 
(This patient was reported by 
Pluss, J. M. and Kadas, L. in J. Invest. Dermat. 
23:317, 1954.) On Aug. 11, 1959, this patient was 
admitted to the University of Michigan Hospital. 
His main complaints were increase in size of lesion 


= on left side of groin, sore mouth, in addition to 


difficulty in swallowing, indigestion, and some 
weight loss, about 8 lbs. over the previous six 
months. 


Physical Examination: Vital signs were normal. 
Clinical candidiasis of lips, lingual and buccal 
mucosa was found. On the skin over the right 
scapula, at the site of the previous inoculations 


= were 20 dime-sized hyperkeratotic lesions on an 


erythematous base. 


The ring, middle, and index nails of right hand, 
and middle and ring fingers of left hand showed 
nail dystrophy. All nails of the feet were involved ; 
also, both feet had scattered, scaly lesions. On 
the left thigh was a hyperkeratotic, verrucous, 
granulomatous lesion approximately 15X5 inches 
and about half an inch thick, largely involved the 
medial aspect but also extended onto the posterior 
and anterior surfaces. The scrotum and medial side 
of right thigh were also slightly affected. 


Laboratory studies showed: Hgb. 13.9 gm., E.S.R. 
26 mm. per hour; urinalysis normal; FBS 74 mg. 
96; B.U.N. 8 mg. 96; total protein 6.5%, A/G 
ration 4. Albumin 5% globulin 1.3%. y-Globulin 
22%. Mycologic cultures grew Candida albicans 
from the scrotum, thigh, nails, and mouth; Epi- 
dermophyton floccosum was grown from the feet 
and inoculation sites on back. X-ray examination 
revealed a narrowing of lower 14 of esophagus. 
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Histologic examinations from the granuloma of 
left thigh showed hyperkeratosis, parakeratosis, and 
pseudoepitheliomatous hyperplasia. P.A.S. stain 
showed numerous septate ‘branching hyphae in 
keratotic layers of epidermis. 

The mucosa of lower 4 of esophagus showed 
squamous-cell carcinoma. 

Treatment: 1. Amphotericin B 50 mg. in 500 cc. 
of 596 glucose over eight hours LV. on alternate 
days or longer depending on side-effects. "Total 
dosage to date 400 mg. . 

2. Amphotericin B mouth washes. 

3. Griseofulvin 250 mg. q.i.d. commencing eight 
days after admission after regression of candidiasis 
of mouth and tongue. (Within 12 days of treat- 
ment, hyperkeratotic areas at inoculation sites on 
back had fallen off.) 

4. Subtotal esophagectomy and esophagogastros- 
tomy. 


Discussion 


Dr. STANLEY GREENBERG, Detroit: Dr. Palmer 
and I saw this man in our office about June, 1958. 
At that time the lesions were grossly granulomatous 
and pustular and we placed him on chloramphenicol 
(Chloromycetin) and administered y-globulin. The 
pustular elenient of the eruption cleared so we 
were able to proceed with mycologic studies. He 
was presented at the Society’s Receiving Hospital 
meeting last year after which we referred him 
to Ann Arbor hoping that amphotericin B might 
prove useful, 


Dr. RICHARD HARRELL, Ann Arbor: I hope you 
can summon a visual memory of this man as he 
was when seen at Receiving Hospital meeting. He 
had the most astonishing hyperkeratotic verrucous 
lesions that I believe I have ever seen. The large 
plaque on the thigh was a hyperkeratotic verrucous 
granuloma a half inch in thickness. He had these 
also in the gluteal folds, on the soles, and marked 
involvement of the nails. He also had multiple 
types of verrucous granuloma which represented 
the autoinoculation done at New York Skin and 
Cancer. I was astonished by the KOH also when 
I looked at it, for it was literally filled with 
hyphae. The whole scale or hyperkeratosis was 
made up of almost a network of hyphal growth 
and keratin. The type of hyphae seen would lead 
one to believe it was not Candida albicans but 
rather the Epidermophyton floccosum. Yet, on cul- 
ture, both Candida albicans and E. floccosum can 
be consistently isolated. It was interesting that 
at the New York Skin and Cancer group 
they were apparently unable to get the E. 
floccosum to produce a lesion when inoculated intra- 
dermally. All the lesions developed at the site of 
the Candida albicans inoculations. The two organ- 
isms are growing apparently symbiotically. We 
employed griseofulvin for the E. floccosum in- 
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fection, knowing full well that this antibiotic has 
no effect whatsoever on Candida albicans. We gave 
him intravenous amphotericin B with the hope that 
this antibiotic would effect the Candida albicans 
involvement. Both drugs have apparently had pro- 
found effect. We encountered much difficulty with 
the amphotericin B in that he has had several 
sharp rises in his B.U.N. He simply has not been 
able to tolerate much of the drug. Soon after we 
started with this combination of therapy, he com- 
plained of trouble swallowing, and esophagoscopy 
revealed carcinoma of the esophagus. He was 
transferred to the thoracic surgery division and 
had the distal portion of the esophagus removed. 
He has had only eight doses, of 50 mg. each, of 
amphotericin B. The lesions have regressed in 
astonishing fashion. I still think, however, that he 
has some activity in the medial thigh lesion. At 
the time he was discharged from the hospital, this 
lesion was flat, but still there was some hyper- 
keratosis present. Since his discharge three weeks 
ago, he has developed new, small areas of active 
granulomatous involvement. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


Jerome K. Fisher, M.D., President 
Gordon MacDonald, M. D., Secretary 


Nov. 11, 1959 


A Case for Diagnosis (Granuloma). Presented 
by Water Nicket, M.D., and (by invitation ) 
R. B. Paprenrort, M.D. 


This 6-month-old Negro boy was born without 
complications. He was immediately examined by 
a pediatrician, who noticed no abnormalities other 
than an umbilical hernia and recalls no unusual 
"appearance to the penis and scrotum. However, 
the mother noticed the slow evolution of an en- 
larging and thickened scrotum. At 3 months of 
age the mother felt “lumps” in the scrotum; it 
has become nodular and thickened, though at dies 
the mother thinks it may be more soft and slightly 
smaller, 

The patient has developed properly and has been 
healthy as far as is known. 


Family history reveals the patient to be the 
youngest of three healthy siblings. There have 
been no congenital abnormalities among parents, 
relatives, or grandparents. There is no history 
of tuberculosis, venereal disease, or diabetes. 

Examination: The scrotum is enlarged, markedly 
thickened, firm to the touch, and nodular. The 
skin of the penis is edematous. There is an 


Submitted for publication Jan. 25, 1960. 


Dr. CLARENCE S. LiviNcoop, Detroit: 


Three 
weeks ago, at the University of Miami, Dr. Harvey 
Blank showed a patient not unlike this man, who 


had been sent there from Jamaica. He had 
startling hyperkeratotic verrucous granulomas of 
the face. 
lesions, and the patient cleared dramatically after 
the administration of griseofulvin. 


The following patients were presented by Dm. 
A. C. Curtis AND THE STAFF of the University — 


Hospital, Ann Arbor. 

Case for Diagnosis. 

Sarcoidosis, 

Spiegler-Fendt Sarcoid. 

Progressive Lipodystrophy (Two Patients). 
Congenital Syphilis. 

Pseudoxanthoma Elasticum. 
Parapsoriasis-Guttate. 

Lupus Vulgaris. 

Fox-Fordyce Disease (Two Patients). 
Multiple Idiopathic Hemorrhagic Sarcoma (Kaposi). 
Lipoatrophic Diabetes Mellitus. 

Lichen Sclerosis et Atrophicus, 

Exfoliative Dermatitis. 


Pityriasis Rubra Pilaris. Presented by Dr. Davin Kaun, 
Lansing. 


umbilical hernia, Otherwise, the physical examina- 
tion reveals no abnormalities, 


Laboratory: A routine hemogram is normal. Two - 


biopsy specimens are presented. Both sections are 
reported by Dr. Louis Winer as showing a granu- 
loma on the hematoxylin and eosin staining. There 
is a cellular inflammatory reaction consisting of 
lymphocytes, plasma cells, and P.M.N.s. Fat 
lobules are seen within which there is fibrosis. 
Tuton giant cells and reticulated foam cells are 
likewise present. Connective tissue shows necro- 
biosis and fatty necrosis. Muscle fibers have under- 
gone fatty degeneration. There is also vascular 
occlusion within the center of the granuloma due 
to intimal proliferation. The elastic stain shows 
no elastic fibers in the tissue. A P.M.B. stained 
section shows no increase in mast cells. Giemsa, 
Wright’s, and a silver stain reveal Donovan-like 
bodies in histiocytes. A Fite stain for acid-fast 
organisms shows no lepra bacilli. The slides were 
studied by Dr. Elson B. Helwig of the Armed 
Forces Institute of Pathology, who does not believe 
this to be a juvenile xanthogranuloma. Infection 
was mentioned, but no specific type was postulated. 


The diagnosis of granuloma inguinale has been 
considered. 
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E. floccosum was cultured from these | 


# 








= Dupuytren’s contracture. 


Discussion 


Louis H. Winer, M.D. (Slide): The hemo- 
toxylin and eosin stained sections show the epi- 
dermis thick and hyperpigmented. In the cutis is 
a pleomorphous infiltrate forming nodules which 
surround spaces that showed no fat on frozen 
section stained with Sudan III. Perivascular histio- 
cytes containing perinuclear dust are seen on low- 
power magnification. Under oil immersion, these 
dust-like granules stain blue with a pink capsule 
or a clear unstained border when colored with 
Giemsa stain. They are diplococci which stain 
black with Warthin-Starry silver stain and have 


=a halo around them. Acid-fast stains were nega- 


tive for organisms. The elastic fibers were absent 
in the elastic-stained section. The polychrome- 
methylene blue stained section showed no mast cells 
suggestive of the tumor type of urticaria pigmen- 
tosa. I think this is a granuloma inguinale, and 
the histiocytic cells contain Donovan bodies. 

J. Warrer WirsoN, M.D.: I should like to 
suggest that this condition might be associated with 
what the urologists call Peyronie's disease, also 


. named plastic induration of the corpora cavernosa 


or of the corporus spongiosum of the penis. I 
am not sure whether it is still believed to have 
It is also associated with 
The type of fibrosis 
seen in this section looks to me like that of 
Peyronie's disease, but I am not sure it can occur 


a virus origin or not. 


in the scrotum. 


Norman E. Levan, M.D.: I had a similar sug- 
gestion in mind, namely that one of the possibilities 
is that the scrotal changes may be due to an 


obstructive process, perhaps a vascular anomaly. 


CHARLES GEoRGE SrEFFEN, M.D.: The only en- 
tity that this resembles is sclerosing lipogranuloma. 
If this were an adult I am certain that would be 


the accepted diagnosis. There is a controversy as 


to whether sclerosing lipogranuloma is a factitial 
condition. If this lesion were present at birth and 
if the consensus is that the baby has sclerosing 
lipogranuloma, then the disease could not be 
factitial. Conversely, if the disease appeared fol- 
lowing delivery, we can not dismiss the possibility 
that the mother might be injecting an oil into 
the infant. 

Epwarp L. Lapen, M.D.: The scrotal skin is 
apparently subject to excessive fibrosis. A patient 
was seen during this past week after being operated 
on for a suspected testicular tumor. The testicle 
was found to be normal and the pathology was a 
fibrotic, thickened scrotal skin which could be ex- 
cised. There was no history of any previous 
injury although the pathologist stated that this 
change was not uncommonly seen after trauma. 

I should like to agree with the suggestion that 
the changes in the presented case may be the 
result of some trauma. 
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Follicular Lymphoblastoma. Presented by M. J. 
Worrr, M.D. 
A forty-nine-year-old man is presented because 

of a nodular eruption on the forehead, frontal 
region of the scalp, face, chest, and trunk. It 
began in the center of the frontal hair line about 
eight months ago and shortly aíter the afore- 
mentioned areas became involved. 


The past history is significant. July 2, 1954, the 
patient had a routine physical examination at which 
time generalized lympho-adenopathy was discovered. 
Routine blood and urine studies were normal. 
Chest x-ray showed slight widening of the medi- 
astinum, The spleen was palpable and the liver 
questionably so. Biopsy of the right inguinal node 
was done and the pathologist's report was giant 
follicle lymphoma. He was seen at the Tumor 
Board of the Physicians and Surgeons Hospital in 
Glendale on July 15, 1954, and was advised that 
he be treated with either nitrogen mustard or x-ray 
treatments. Radiation therapy was instituted 
August 4, 1954, over a period of 40 treatment 
days (Aug. 4, 1954 to Sept. 13, 1954). Treatment 
was directed to the spleen and the lymph nodes 
in the axillary and inguinal regions with complete 
regression of the lymph node enlargement. The 
spleen was reduced in size. The patient’s general 
clinical condition was reported excellent. 


Course:. The patient continued an uneventful 
course with no subjective complaints but gradual 
enlargement of the nodes and spleen. In February, 
1959, because of the “cosmetic effect” due to the 
large submental and submaxillary nodes, at the 
patient’s insistence for some type of therapy, he 
was given additional x-ray therapy administered 
by radiologists to the right and left neck regions, 
axillary regions, the spleen, and the left elbow. 
Upon completion of the treatments the nodes re- 
gressed. Shortly after the x-ray therapy the patient 
developed the nodular eruption. 


There are numerous discrete and coalescent“ 
brownish-red bean to cherry-sized nodules on the 
forehead, frontal region of the scalp, face, back 
and front of chest, and abdomen. Generalized 
adenopathy. The spleen is palpable. 

Laboratory Findings: X-ray of chest on March 
5, 1959, was essentially negative. 

Blood count on Novy. 6, 1959: 


Hle. - vu ices erga Aas se 3 12.3 gm 
WG: Anasta on 6,400 
Lwunoho5yte& o1 6s 16 
NGRGHODUNE: i code oensiee si wan 79 


Sedimentation Rate ......... 48 (Westergren) 
Urinalysis on Oct. 9, 1959,—normal 
Biopsy slides submitted: 
(1) July 31, 1954, from right inguinal gland 
(2) Oct. 30, 1959, from nodule on back of 
chest 
Findings consistent with lymphoma. 
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Treatment: 
Oct. 23, 1959: X-ray 50 r to frontal region 

of scalp and back of chest. 

X-ray 50 r to frontal region 


of scalp and back of chest. 


Oct. 30, 1959: 


Nov. 6, 1959: X-ray 37 r to frontal region 
of scalp and back of chest. 
Progress: Considerable flattening of the lesions 


following the three treatments. 


. Discussion 


JEROME K. FisHer, M.D.: Dr. Wolff has asked 
me to mention that, since this patient was highly 
intelligent, he did not put all of the diagnosis on 
the protocol that he wants you to know. The first 
diagnosis that was made in 1954 was a "malignant 
lymphoma.” The patient was not given that diag- 
nosis, and Dr. Wolff wants the discusser to know 
that before he starts. 


PAuL Hirscu, M.D. (by invitation): The sec- 
tion of skin that is available for study shows a 
monomorphous type of cellular infiltrate occupying 
the corium from the lowermost portions to the 
epidermis. Under low-power, you see this mono- 
morphous cellular infiltrate occupying the entire 
corium, irrespective of collagen bundles. The over- 
lying epidermis is essentially normal, and the cellu- 
lar infiltrate is around the cutaneous adnexal and 
the vascular structures. This infiltrate is distributed 
in varying-sized masses. Under a higher power, 
one sees that this infiltrate is composed of a mono- 
morphous-cell type, this being a small round cell, 
which is somewhat hyperchromatic and shows a 
relative absence of mitotic figures. There is an 
occasionally large mononuclear cell with a large 
indented, kidney-bean shaped nucleus. The pre- 
dominant cell, though, is this small mononuclear 
type. The cellular morphology classifies this lesion 
into the so-called lymphocytic type of lymphoma 
in contradistinction to the stem-cell lymphoma, 
reticulum-cell lymphoma, or the lymphoblastic 
lymphoma. On the basis of this one particular pre- 
dominant cell type, I should classify this as a 
lymphoma, monomorphous type, compatible with a 
lymphocytic lymphoma. This type of cutaneous 
lesion is usually associated with lymphocytic leu- 
kemia in approximately 50% of the cases (Lever: 
Histopathology of the Skin, Philadelphia, J. B. 
Lippincott Company, 1954). I understand the 
general pathologist who saw the lymph node of 
this patient called it a follicular lymphoma. 
Follicular lymphoma of the skin is very rare and 
has a different microscopic picture from the lesion 
presented. In follicular lymphoma of the skin one 
sees a follicle-like structure composed of atypical 
cells. I briefly examined the lymph node presented 
today, and the microscopic findings revealed a 


diffuse, monomorphous infiltrate of the same 





- 3 ‘ CP 
specific cell type that we saw in the skin. The E 
typical follicular architecture was lost. The micro- x 


scopic findings of the lymph node are suggestive of 


a lymphosarcoma, 


Epwin T. Wricut, M.D.: This patient has 
nodules in the skin. Our first step in diagnosis is 


to determine whether the main pathological process _ 


is in the epidermis, dermis, subcutaneous tissue, 
or all three. It appears to be primarily in the 
dermis. 


is the first to consider. 


tosis. 
system. 


begin with skin lesions. 


After reading the protocol and examining the | 


patient, it was my impression that the presenter’s 
diagnosis is correct. The patient has had the disease 


for four to five years and yet is in fairly good - 
This is compatible with Brill-Symmers — 


health. 
disease. These patients are usually not sick. The 


disease usually begins with lymphadenopathy and + 


splenomegaly, just as this man’s did. I do not recall 
how frequently skin lesions are present in this 
disease. 


Unfortunately, I did not get an opportunity to - 


see the sections, hence my diagnosis is based purely 
on clinical grounds. 


DANIEL J. Perry, M.D.: Regardless of what 


In the differential diagnosis several entities — 
should be considered. The broad group of tumors — 
Sarcoidosis is another. 
entity which may present as tumor-like nodules. It * 
is interesting that in the older literature sarcoidosis — 
was described as benign lymphogranulomatosis and 
Hodgkin's disease as malignant lymphogranuloma- — - 
Both diseases involve the reticuloendothelial |. 
Some authors have stated that approxi- | 
mately 25% of patients with Hodgkin’s disease | 
have skin manifestations and that perhaps 10% 


type of lymphoblastoma this is, one of the intri- | 


guing features is the historical relationship between 
x-ray therapy and generalized spread. I am not 
trying to implicate x-ray as a cause; however, 
something apparently happens in these circum- 
stances which upsets the immunological state of 
these people. Rostenberg and Bluefarb found a 


decrease in the delayed type of allergic reaction | 


in the lymphoblastoma group which might be part 
of the explanation. Another interesting feature 
is that the generalized or “id type" of lesions may 
not show the lymphoblastomatous stem cell but 
a nonspecific inflammatory reaction or allergic 
pattern. 


MaxweLL J. Worrr, M.D. (Crosk) : I am glad 
that most of you favored the diagnosis of lym- 
phoma, which, I believe, this patient has. The 
histological findings as Dr. Hirsch pointed out 
supports such a diagnosis. The differential diag- 


nosis so ably discussed by Dr. Wright and the © 


suggestion of the possibility of Spiegler-Fendt 
sarcoid made by Dr. Newman should be considered. 

F. C. Combes and S. M. Bluefarb (Arch. Der- 
mat. & Syph. 44:409, 1941) reported 15 cases of 
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giant follicular lymphadenopathy associated with 

cutaneous lesions. 

I was particularly interested in Dr. Perry’s com- 
ment of reported cases in which cutaneous lesions 
developed following radiation therapy. This man 
received radiation therapy in 1954, anywhere from 
600 to 900 r to the axillary, inguinal, and cervical 
regions and also to the spleen, resulting in regres- 
sion of the nodules. He was going along, more or 
less, a noneventful course until about six months 
ago when there was a gradual development of 
submaxillary and submental nodules. Because of 
his appearance the patient insisted that something 
be done. He was referred by his internist for 
another course of x-ray therapy to the involved 
areas after which he developed the cutaneous le- 
sions he is presenting today. 

Pigmented Basal-Cell Carcinoma Arising on a 
Nevus Unius Lateris. Presented by MAXxı- 
MILIAN E. OBERMAYER, M.D. 

A 47-year-old woman of Welsh-English descent 
is a secretary. 

Significant Family History: None. 

Significant Personal History: None. 

Development of Current Dermatosis:  Bluish 
growth noticed lately on top of birthmark which 
has been present as long as she can remember. 


Fig. l.—Biopsy specimen 
reveals a tumor consisting of 
densely set bunches of basal 
cells, 
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Description of Current Dermatosis: A grayish- 
blue papule 4X4 mm. in diameter and 2 mm. 
elevation was seen on top of a pale, firm plaque 
with irregular borders 1.5X4 cm. in diameter, 
located on the right posterior-parietal portion of 
the scalp. The lesion is now replaced by an 
eschar subsequent to removal for biopsy. 


Other Significant Physical Findings: None. 


Biopsy Findings: A tumor consisting of densely 
set bunches of basal cells is present throughout 
the section (Fig. 1). . 


Other Significant Laboratory Findings (Ab- 


normal and Normal) : None. 


Treatment and Results: 
templated. 


Electrodesiccation con- 


Discussion 


Louis H. Winer, M.D.: I agree with the diag- 
nosis of pigmented basal-cell carcinoma in a ver- 
rucous nevus of the scalp. Carcinoma in a nevus 
unius lateris is rare. Of the four cases of carcinoma 
in 156 cases reported from the literature, and 
from their own service, Pack and Sunderland 
(A.M.A. Arch. Surg. 43:341-375, 1941) stated one 
was a basal-cell carcinoma. They reported another 
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This 


basal-cell carcinoma from the literature. 
marks the third basal-cell carcinoma in a nevus 
unius lateris. Nevus unius lateris is a dyskeratotic 


nevus and is of the benign type. I have also 
recently seen a patient with three pigmented basal- 
cell carcinomas in a nevus unius lateris of the 
scalp. One was cystic and the other two were 
intraepidermal (Borst-Jadassohn) types. This 
makes the fourth case of pigmented basal-cell 
carcinoma occurring in a nevus unius lateris of 
which I am aware. 


WALTER Nickert, M.D.: I believe that the oc- 
currence of basal-cell carcinoma on unilateral nevi 
of the scalp is not a rare phenomenon because of 
the common presence of adenomatous sebaceous 
glands beneath the epidermal changes. It is from 
these follicles that the carcinomas arise, 


MAXIMILIAN E. OBERMAYER, M.D. (Cose): 
Dr. Winer should be congratulated on his extensive 
knowledge of the literature. Dr. Nickel's observa- 
tion is an important contribution because it explains 
the reason for the occurrence of basal-cell car- 
cinomas in unilateral nevi when thev are located 
on the scalp in contrast to the extreme rarity of 
carcinoma when they are located in areas other 


Fig. 2.—Nevus sebaceus com- 
plicated by basal-cell carcinoma. 


than the scalp. I shall perform a biopsy on the 
noncarcinomatous portion of this patient's nevus. 
Meyer Berke, M.D.: I should like to suggest 
another diagnosis for the original scalp growth, 
that of nevus sebaceus (Jadassohn), rather than 
nevus unius lateris. Basal-cell carcinoma arising 
from nevus sebaceus is not too uncommon. Recently, 


I had occasion to treat a similar-appearing lesion ~ 


of the forehead in a 50-year-old ltalian woman, 
which on biopsy proved to be nevus sebaceus com- 
plicated by basgl-cell carcinoma. I should recom- 
mend biopsy of the original portion of the growth 
of the patient presented to determine the exact 


nature of this nevoid growth. 

Erythema Multiforme. Presented by Murray C. ZiMMER- 
MAN, M.D. and (by invitation) Stuart H. Manrrr, M.D. 

Trichophyton Rubrum Infection of Toenails with Asso- 
ciated Nodose Leg Lesions (? Trichophytic Granulomas, 
Majocchi-Wilson). Currently on Griseofulvin Therapy- 
Presented by Norman E. Levan, M.D. 

Benign Keratosis of Poth—Arms and Hands. 

egent Dermatitis of Hands and Face. Presented bv 
MARGARET ANN STORKAN, M.D., for treatment sugges- 
tions. 

Disseminated Granuloma Annulare. Presented by Lovis H. 
WiNER, M.D. 

Toxic Dermatitis with Melanosis. Presented by Tuomas W. 
NisBET, M.D. and MaxiMiLiAN E. OBERMAYER, M.D. 

Guttate and Linear Morphea. Presented by KENNETH 
Stout, M.D. and (by invitation) WirrriAM B. Reep, M.D. 
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- MANHATTAN DERMATOLOGICAL SOCIETY 


|. Adrian Brodey, M.D., President 
=- Maurice J. Costello, M.D., Secretary 


Oct. 13, 1959 


. Acrodermatitis Enteropathica. Presented by Dm. 


Davin Broom, 

A boy, now aged 10 years, was previously pre- 
sented before this Society in October, 1953, and re- 
ported by Dr. Nathan Sobel and me in the Journal 
of Investigative Dermatology in March, 1955. 

Since 1953, the boy has needed continuous treat- 
ment with diiodohydroxyquin (Diodoquin). During 
the past few years the maintenance dose has been 


= 26 gm. a day. Discontinuation of the drug or 


diminution of the dosage has resulted in recurrence 
of the eruption. 


After a long absence the patient was seen again 
on Sept. 23, 1959, when he was entirely free of 
the eruption except for small areas of hyperpig- 
mentation and thickening of the skin at the sites 
of previous lesions, namely: on the dorsum of the 
ankle joint, over the Achilles tendons, the penis, 
and the popliteal spaces. The father said that 
Diodoquin had had to be given continuously to 
avoid reappearance of the eruption. We urged 
that it be discontinued entirely, and when the boy 
was seen two weeks later, on Oct. 7, new bullous 
lesions were present on erythematous bases, on the 
dorsum of the big toe, the ankle joint, and over 
the Achilles tendons. Erythema and papules were 
seen on the distal portion of the penis. There was 
a large semicircular, erythematous, vesicular lesion 
on the left side of the scrotum and a similar, 
smaller one in the right groin. There was pro- 
nounced erythema in the perianal area, and slight 
The 
buccal mucosa showed erythematous lesions with 


E a few whitish spots, and there was a pea-sized 


whitish spot at the right side of the tongue. This 
eruption developed one week after Diodoquin was 
discontinued, a 

The patient was given iodochlorhydroxyquin 
( Entero- Vioform), 250 mg. 4 times a day, in place 
of Diodoquin, as a trial. 

All the lesions were examined for Monilia by 
Monilia were not 
demonstrated in any instance on the slides, but 


the results of cultural examination have not yet 


been reported. 
In addition to the laboratory studies performed 


- and reported previously, a function test for ex- 


ternal pancreatic secretion, using duodenal intuba- 
tion, was performed in 1957 by Dr. William Berger 
of University Hospital. Moderate deficiency in the 


Submitted for publication Jan. 19, 1960. 
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secretion of lipase “and possibly protease” was 
found in the stage of remission. However, Dr. 
Berger felt that these findings needed confirmation 
because of physiologic variability in secretory 
function. A roentgenogram at that time showed 
a duodenal ulcer. 


Discussion 


Dr. Perry SacHs: An unusual feature is the 
finding of a duodenal ulcer at the age of 8. This 
has been asymptomatic in spite of episodes of 
intestinal disturbance characteristic of dermatitis 
enteropathica. 

Dr. GeorceE M. Lewis: The duodenal ulcer 
might be explained by the therapy the patient has 
been getting. I do not see the connection between 
duodenal ulcer and what we see tonight. 

I have given this subject a great deal of thought 
and am not at all convinced that acrodermatitis 
enteropathica is an entity. Children with this 
disease, as usually reported, have so many diverse 
symptoms that I think you almost have to con- 
sider it due to a micro-organism, and the one 
usually found is Candida albicans. I can not see 
why this name has crept into the literature. It 
seems to me that the cases represent systemic forms 
of moniliasis. In this disease, as in many others, 
you are not going to find the organism in every 
specimen, but you do find it demonstrated time 
and again. Here, the micro-organism is invasive, 
not just sitting in the skin. Old people may die 
from its effects. 

The history of convulsions is not uncommon; it 
indicates that the micro-organism invades the 
central nervous system at times. 


When you find that Candida albicans occurs 
with regularity, you are justified in considering 
the disease moniliasis, until a better explanation 
is given, 

As for Diodoquin being specific: If you read 
the case histories carefully, you find that in order 
to get results the drug must be given for weeks 
or even months. Dr. Bloom felt there was 
specificity in his case, and there may be. The drug 
is used to treat many diseases, tropical and others, 
and in these cases Candida may sometimes be re- 
sponsible. The moniliasis syndrome is diverse in 
its manifestations. 


Dr. NATHAN SoBkr: I have had the privilege of 
following the child all the time Dr. Bloom has 
been taking care of him. The eruption always 
recurs when he goes off his medication. Duodenal 
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ulcer is no longer considered a very rare condition 
in. childhood; quite a number of cases in infants 
have been reported. 

Dr. WiLBERT SacHs: When Dr. Bloom first 
showed the patient I felt as Dr. Lewis does that 
it was a form of moniliasis. I had two patients, 
boys, who showed everything that Dr. Bloom de- 
scribes in this patient—mouth lesions, loss of hair 
and nails, bullous lesions, and gastrointestinal 
symptoms, but with no particular regularitv. Thev 
were seen by Dr. J. Gardner Hopkins who said 
théy were dead ringers for a patient of his, and 
he did a stool culture and found Monilia. They 
did improve on their own from time to time. We 
gave them lactic acid to change the intestinal 
flora, in the form of sour milk, and they did 
improve but never became entirely well. So, like 
Dr. Lewis, I am not sure this is a different entity 
from moniliasis. Certainly Monilia plays a good 
part. 

Dr. Davip BrooM : Even if I could concede that 
Monilia is the cause in this case, which I can not, 
it would be justifiable to consider this a clinical 
entity until we can decide. In our case we found 
a diminution in the amount of lipase and possibly 
protease, although the laboratory said that needed 
confirmation. Rothman reported in May, 1959, that 
in his case, by means of isotopes, he found a 
definitely smaller amount of lipase than is normal. 


So possibly this is an underlying cause that ex- 


plains the benefit that is gained from Diodoquin, 
which probably acts against the bacteria which 
cause putrefaction. 

Dr. WiLBERT SacHs: If Monilia is a secondary 
factor, is it. not strange that it is found 
frequently ? 

Dr. Greorce M. Lewis: Why could it not be 
primary? We should look upon some of these 
laboratory tests which have not been confirmed 
as of questionable significance. Rothman is a 
wonderful investigator, but he reported increased 
tolerance to sugar in & out of 20 patients with 
Trichophyton rubrum infections, but nobody has 
been able to confirm it. 

Dr. Davi BLoom: How would you explain 
benefit from Diodoquin? 

Dr. Georce M. Lewis: 
Candida. 
nystatin ? 

Dr. Davin Btoom: Would a severe case of 
Monilia respond to Diodoquin given internally? 
Many other cases have not responded. 

Dr. George M. Lewis: Have you had experi- 
ence in treating moniliasis with this drug? 

Dr. WiLBERT SAcHs: In my cases and that of 
Dr. Hopkins we tried everything suggested, and 
nothing improved them except lactic acid. 

Dr. Davo Broow: In 40 reported cases of 
moniliasis only 3 looked like this clinically, so I 
am inclined to say this is not moniliasis. 


so 


the 


It probably acts on 
How would you explain the action of 


Dr. Georce M. Lewis: Why can not moniliasis 
show differences, just as syphilis does? Sometimes | 
the more inflammatory the manifestations, the less 


able we are to find the organism. 


Dr. Davip BLoom: When the patient came back 
this time he was sent for mycological examina- 
tion and not one of the lesions showed Monilia 
microscopically, although he was examined during 
the acute phase. Then we gave Vioform. 


Dr. Grorce M. Lewis: That is not a good 


point against moniliasis. When you treat a Tricho- 


phyton rubrum infection with griseofulvin at this 
stage, then take the patient off the drug and in- 
vestigate, you can not always find the organisms. 
Wait a couple of months and see what happens. 


Dr. Davin BrooM: In moniliasis can you ex- 


amine all lesions and fail to find fungi? 


Dr. GEoRGE M. Lewis: Yes, even in perléche 
vou can not always demonstrate Candida. 

Dr. WirtBERT SAcHS: Your clinical picture is 
explained. The three boys I mentioned had all 
these symptoms and more, and it was all moniliasis. 

Dr. Davin BrLooM: We gave nystatin to this 
child and he did not respond. I am indebted to 
Dr. Lewis for his stimulating discussion. I favor 
the opinion of those who consider monilial infec- 
tion in these cases as secondary, due to an underly- 
ing gastrointestinal enzymatic or other physiologic 
disturbance. This leads not only to a tendency to 
monilial infection but also to bacterial infections. 
One of Dr. Kesten's infants, for instance, died of 
Pseudomonas aeruginosa sepsis. Cases have been 
reported where monilia were not found in any 
lesion. The clinical features in these cases are so 


sharp and characteristic that one must consider | 


them as representing an entity. However, the main 


reason for not considering monilial infection as - 


primary in acrodermatitis enteropathica is the fact 
that we are undoubtedly dealing with an inherited 
illness. Out of 35 cases, 11 occurred in siblings, 
and in 5 there was consanguinity of the parents. 


Since we have not discovered the exact bio- 
chemical disturbance in acrodermatitis enteropathica 
we are able to recognize only those cases which 
show the classical features. There are, I feel, 
many milder cases which we are not able to recog- 


nize because they do not manifest all the striking - 


symptoms. 

The decided improvement in this patient fol- 
lowing administration of iodochlorhydroxyquin 
(Entero-Vioform), 250 mg. three times a day, 
shows that Diodoquin is not the only drug which 
controls this illness. 


The duodenal ulcer found unexpectedly in this 
boy was a coincidence. Textbooks report that 
peptic ulcers in children are not infrequent. 
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e . upper part of the chest. The patient had been the face, which is not due to lymph stasis? There 
SS coughing for two months. She was admitted is certainly not enough in the mediastinum to ac- 
E — to the New York Hospital where a pleural effusion count for the edema of the face, which is probably 
ae. on the right was found. Various studies have systemic. I think Dr. Bloom’s point is well taken. 
* failed to account for this. It is possibly dermatomyositis. 
| The white blood cell count has ranged from Dr. Jutes VaNpow : I have seen a patient with 
© 10800 to 12,600 and the erythrocyte sedimentation multiple myeloma with lymph stasis and lymphe- 
= .— rate was 38 in one hour. The serum cholesterol dema. Roentgenograms of the bones, etc. might be 
> . was 241 per 100 cc. An L.E. preparation was worth while. , 
x. negative. Dr. Jonn W. DoucHERTY: As to the question 
P T Discussion regarding weakness, I do not know because I 
D just saw her. She did have skin tests for trichino- 
E. Dr. WinsERT SacHs: I must go along with the sis, which were negative, It is the feeling of the 
E diagnosis, but it is the most peculiar scleredema house staff at New York Hospital that there are 
L- I have seen. There is swelling of the eyelids and — two kinds of edema, one solid on the neck, cheeks, 
< edema on the face, but I would not know what and eyelids, This persists and stays as is. Then, 
— else to call it, though I would have many reserva- : . e 
Dp . when she gets up in the morning she has a pitting 
ge nons. tvpe of edema which disappears. I should agree 
a Dr. Davin Broom: Did she have any com- ~. Parr d i | 
des ; with those who think it is scleredema. We are 
- J plaint of weakness that would suggest derma- i 
= tomyositis ? going to perform a biopsy and see if Braun- 
E Dr. Jonn W. Doucuerty: No, I do not recall Falco's findings can be repeated. The question 1s, 
any mention of weakness. is the same mechanism producing the pleural effu- 
e. Dr. THomas N. GmaHaM: I agree with the sion that is producing the edema? 
m. diagnosis. ` A Case for Diagnosis (Diseoid Lupus Erythematosus? 
E. Dr. Jutes Vaxpow: It is not like any type of _Polymorphous Light Eruption?). Presented by Dr. 
BEC : Jures E. VANDOW. 
E scleredema I have seen. Was there any eosino- 4: Pade diea S MISSUS UP ieee 
m À philia? (Ans. 1 'The differential count was normal, sls? o$eceodus.Sryphilt tyy Proud. Sre DE. T: 
ME though the white count was high.) Wass Kare: | 
D. Dr. PERRY SACHS: There appears to be a great Trichophyton Rubrum Infection, Presented by Dr. JACK 
Bot variation in the severity of the edema of the eye- WOLF. 
XV 
> - 
^ .. MANHATTAN DERMATOLOGICAL SOCIETY 
Nov. 10, 1959 
E Linear Pigmentation of Fingernail. Presented by nevus. If it is a junction nevus, it probably ap- 
b Dr. Jonn W. DOUGHERTY. peared around puberty. Should it be excised? I 
$c A 19-year-old girl of Greek extraction first have seen two other cases like this, in Negroes. 
E noticed an asymptomatic linear hyperpigmentation One had the toe amputated, and it proved to be 
- — on the right index fingernail three years ago. There lentigo maligna. 
— . has been no basic change since. She has noticed Dr. SAMvEL M. Peck: In a similar case some- 
- — an increased friability of the involved portion of body—I think George Pack—suggested a burr 
ES. the nail. biopsy. 
b There is a sharply defined line of dark brown Dr. Perry SacHs: Is she receiving medication? 
d. pigment, 3 mm. wide, within the nail proper. This Dr. Jonn W. DoucHERTY: No. The objection 
2 begins at the posterior nail fold and ends at the to excision might be that if you took too much 
^ — free edge. Transillumination shows nothing re- of the matrix you would end up with a split nail. 
E markable. The pigmentation is in the nail itself. 
E Discussion Dr. Maurice J.. CosrEtLLo: Only last Thursday 
re M n | saw a similar case in a man with a generalized 
E : Dr. Jon W. DoucHERTY: There » either an eruption. There is a physician in town who has 
EC increased number of melanocytes, or it is a junction — suc a lesion, which came on when he was in his 
$ is Submitted for publication March 23, 1960. early 20’s. This is larger than I have ever seen, 
D. 


Scleredema Adultorum. Presented by Dr. GEORGE 
M. Lewis for Dr. JouN W. DOUGHERTY. 


A woman, aged 44 years, awoke one morning 
six weeks ago with edema of the face, neck, and 
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lids in this case. That is not particularly observed 
in scleredema adultorum. 

Dr. WirLBERT SAcHS: Can we consider that the 
edema of the chest is the same as the edema of 
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and I am almost sure there is a nevus under the 
pigmented band at its point of origin. I should 
be very particular as to how I took tissue for a 
biopsy. If it were my patient, I should leave it 
alone. 


Dr. WILBERT SAcHS: I suggest you cut off the 
distal portion of the nail and examine it for iron 
or melanin, 


Dr. NATHAN SoBEL: I agree with Dr. Costello. 
I should let it alone. 


Dr. Jack Worr: I believe it is potentially 
dangerous. I should not do a biopsy, I should let 
it alone or destroy it and perform a biopsy at the 
time of total removal. She should be kept under 
observation if nothing at.all is done. 


Dr. Davin Broom: Because of the fact that 
the nail is involved and not the nail bed, it is con- 
ceivable that the nevus is situated in the matrix 
and the nail carries the pigment from the matrix 
distally towards the tip. A biopsy should be per- 
formed at the matrix. 


Dr. SAMUEL M. Peck: I should be inclined 
either to do nothing or to be radical. You can 
not just leave it at that. The histories of these 
things are peculiar. I have watched a case for 
years, with no biopsy, and the patient is still 
around. In another case the toe was amputated 
with extensive removal of the draining lymph nodes 
in the groin, and the patient died within three years. 
You can not prognosticate. From my experience, 
the prognosis seems much worse when the 
melanocarcinoma is situated under a toenail or in 
the web between the toes, than when it is localized 
on the finger, which is bad enough. In this particu- 
lar case one cannot have too much consultation 
with those who have had a very wide experience 
with such lesions. 

Dr. Perry SacHs: Special stain to a piece of 
the nail would differentiate melanin from iron pig- 
ment. There are no viable cells in nail, and 
probably the pigment is being incorporated in the 
nail tissue from the nevus cells where the horny 
material composing the nail is being formed. While 
I don't think the lesion is malignant, I believe it 
is a nevus which might be potentially malignant. 
I believe the lesion should be destroyed and not 
just left alone. 

Dr. WinBERT SacHs: If you believe it is a 
junction nevus I think you must do something. If 
this is a pigmented nevus, I believe it is of the 
junction type. If I found that the distal portion 
of the nail did not show iron, I should have it 
completely removed. 

Dg. SAMUEL M. Peck: I should be much 
happier in making a diagnosis of nevus, whether 
junction or not, just to have a very small group 
of nevus cells within the matrix. 


AN a 


Dr. Why would one 
think 
occur 
Dr. 
nevus. 
Dr. 
ever been reported? 
from that lesion. 
Dr. WILBERT SacHs: If you take the whole 
lesion out, you can section all of it, and then you 
would find the lesion. 
Dr. Maurice J. Costetto: If you use a light 
underneath that you are bound to see a black band 
and at its origin a nevus. I think probably this is a 


Maurice J. COSTELLO: 

of iron deposition here? 
in this location? 
Perry SacHs: It might be an angiomatous 
Maurice J. COSTELLO : 
She would have to bleed 


flat type of junction nevus. There is no suggestion — 
Wolf said, many | 


of activity, no redness. As Dr. 
of these melanocarcinomas have a granulomatous 
covering and frequently suggest a pyogenic granu- 
loma. I should watch it. 

Dr. Perry SAcHs: This is a dangerous loca- 
tion, if it is a junction nevus. 

Dr. Davin BrooM: A bluish streak in the nail 
may be due to aspergillus infection. Were any 
scrapings examined for the presence of a mold? 


Dr. ADRIAN BRODEY: 


diffuse reaction. 


Dr. Maurice J. CosrELLo: If a piece of nail is 
cut off, what would you see? 


Dr. WILBERT SACHS: 
melanin or iron. 


Dr. SAMuEL M. Peck: I should scrape and fix 
with Bizazero stain. It would turn dead black if it 
were melanin. 


Dr. Jonn W. Doucuerty: I think we have to 
assume it is a junction nevus. It is putting out 
pigment into the keratin, and that is one sign of 
a very active junction nevus. I do not think it 
makes very much difference if it is in the matrix. 
We must assume it is an active junction nevus 
within an active metabolic area. I think it has 
to be treated. I shall do the test for melanin or iron 
or both, and let you know. 


Dr. Maurice J. CosrELLo: 
treatment be? 


Dr. Joun W. DoucHerty: I think you will have 
to remove the matrix and a little more, so I think 
she will end with a narrow and ridged nail at 
best. 


Dr. Maurice J. Cosrerto: If I thought this 
lesion was as active as you think it is, I would 
remove the last phalanx. That would still be con- 
servative. I have seen lesions in which the diagnosis 
of malignant melanoma was made, and the patients 
are still living. I have presented several of them. 
(Note: The lesion was subsequently excised and 


found to be a junction nevus.) 
Presented (in 


The nail would show 


What would this 


Nevus Pigmentosus. absentia) by Dm. 


Davip BLOOM. 
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Herbert J. Spoor, M.D., Chairman 


- John H. Meyers, M.D., Secretary 


Nov. 19, 1959 


Lichen Sclerosus et Atrophicus. Presented by 
Cuartes F. Post, M.D. (for E. WILLIAM 
Jewett, M.D.) 


History: A 714-year-old white girl has an erup- 


tion which began in the first year of life. The 


eruption has been constantly present and has been 
periodically itchy, 
Examination: At the time of the first visit, 


^ patient presented a typical eruption of lichen 
sclerosus et atrophicus involving the labia and 
perianal skin. The lesions were confluent, white, 


flat papules, many with obvious central delling. 


No similar lesions were noted elsewhere. 


Course: An ointment containing hydrocortisone, 


= vitamin A, and estrogens (Es-A-Cort) was pre- 


¿| scribed. When seen one month later, there was 


he us a 


a remarkable improvement and at the time only 
faint traces of the eruption were visible. Since 
the disease has been present for six years without 


-© clearing, it is felt that this response can safely 


be attributed to the medications used. 


Discussion 


Dr. Younc: The diagnosis is apparent—lichen 
sclerosus et atrophicus. When the underlying 
process is considered, it is difficult to equate re- 
sponse with local medication. This may well have 
been a spontaneous remission. 

Dg. Mrtter: I think the most important thing 
is that the diagnosis should be made correctly. I 
have two patients now, both in a much older age 


. group, with this condition. One was operated on 


in one of our leading institutions some five years 
ago. She has marked closure of the vaginal tract, 
and she has had one continual painful experience 
after another. The other patient, whom I saw at 
the same time, I have put on the treatment on 
which Dr. Post has this little child, and she is 
comfortable. There has been some improvement. 
Dr. ApRIAN JOHNSON, Australia, (by invita- 
tion) : I am, of course, very interested in the re- 
sults of treatment. I am also interested in Dr. 
Miller's remarks. In our part of the world, I 
believe, this condition is more common than is 
realized ; many patients are treated by gynecologists 
who do not recognize the condition or are not 
aware of it. Especially in lichen sclerosus et 
atrophicus of the vulva, if at any time radiation 
has been administered, we hear the condition de- 
scribed as radiation atrophy, even if the amount 


Submitted for publication Dec. 29, 1959. 
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of radiation was minimal. The fact that the 
microscopic appearance of the two conditions is 
similar lends false support to their false diagnosis. 

Dr. Domonkos: Is this a real lichen sclerosus 
et atrophicus that we see in children, or is: it 
some other entity that resembles it? In the end- 
point of lichen sclerosus, there is atrophy still re- 
maining. There is no evidence of atrophy being 
present in the lesions that have completely healed 
in this girl. 

Dr. Spoor: I should like to ask Dr. Post the 
amounts of ointment preparations that have been 
used. I bring this up because it is rather important 
to know how much actual estrogenic hormone has 
been applied. 

Dg. Hurisut: I believe it is the youngest 
patient with lichen sclerosus et atrophicus that I 
have seen, and the response to treatment is very 
remarkable. 

Dr. Mitten: May I make a further comment? 
Following Dr. Domonkos’ results, we had a woman, 
aged about 45 when we first saw the lesion, which 
was on her shoulder and as typical as I have 
ever seen. Five years later, you could see no 
semblance of it's ever having been there. 

Dr. Post: I think we see about three cases a 
year. Two out of the last three have been children. 
One of the cases is a gynecologist's daughter. All 
of the patients have used Es-A-Cort cream, and 
this case represents the best result. I am un- 
willing to admit to myself that this improvement 
is all due to the ointment, and that there is not 
spontaneous remission in many of these cases. 


Es-A-Cort cream contains, in each ounce, 100,000 
units of vitamin A, 56,000 International Units of 
estrone, and 0.5% hydrocortisone, in acid-mantle 
cream. 


Alopecia Totalis. Presented by CHARLES F. Post, 

M.D. 

History: The patient is a 43-year-old priest. In 
December, 1953, he lost all the hair from his 
entire body within a period of a few weeks. He 
received no treatment until he was seen by me 
three years ago. 

The past history revealed that the patient had 
tuberculosis with cavitation in 1937. At about 
the time that his hair fell out he states that he 
was working under considerable nervous strain. 


Course and treatment: The administration of 
steroids was contraindicated by his past history of 
tuberculosis. He was placed on meprobamate 0.4 
gm. orally twice a day and this has been continued 
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for three years. The entire scalp has been painted 
with thorium X approximately every three weeks. 
He has had a total of 50 thorium X treatments. 
Five months after the first thorium X applica- 
tion (7 treatments) a modest growth of lanugo 
hair was noted on the scalp, and there has been 
slow, progressive improvement up to the present 
time. 


Discussion 


*Dg. Meyers: I am dubious that the treatment 
rendered has been the compelling factor. With 
the exception of cases treated with corticosteroids, 
it is my impression that regrowth in patients with 
alopecia totalis is due less to the therapy employed 
and more to the physicians’ inherent ability to instill 
confidence into their patients. 

Dr. Spoor: 
to support the idéa now that one need not take 
an adamant position of no steroids in the face of 
an antecedent history of tuberculosis; in fact, 
steroids are being used in conjunction with anti- 
tubercular therapy in the treatment of some forms 
of active tuberculosis. Recently, I read an article 
where it was stated that if one can show a 
twenty-year quietus, it is perfectly safe to go ahead 
with certain steroids without lighting up the old 
process. * 

Dr. Hurtsut: I had a patient with alopecia 
totalis who kept the hair for six months after 
injections of Meticortelone Suspension under the 
scalp. I should like to know whether anyone has 
seen complete and permanent regrowth of hair in 
alopecia totalis. 

Dr, JoHNSON: Fortunately, I have not had a 
great deal of experience with this condition. I 
guess I have had only three patients referred to 
me. Following conservative advice, I have done 
nothing to them, although I believe, in other parts 
of the world, people regard steroid therapy as 
beneficial. In particular, Church of Sheffield in 
England told me he has obtained complete relief 
with steroids in alopecia totalis and has been able 
to maintain this relief on small dosage. 

Dr. DomMonxos: I think that what you should 
do is to continue applying isopropyl alcohol. I 
doubt very much that you would be producing any 
deleterious effects by continuing with the thorium 
X. I have had occasion to go through all the 
literature on thorium X, and there is only one case 
of radiodermatitis reported. 

I want to say that I am opposed to the use of 
steroids by mouth in alopecia, because, although 
steroids will produce growth of hair, it usually 
requires a dosage that produces side-effects. There 
seems to be a threshold of dosage where, if you 
get under this dosage, the hair promptly falls out. 
I have had experience along that line in several 
patients and for that reason I am sure that a safe 


I think there is adequate literature. 


















dosage, such as 5 or 10 mg., of prednisone dai 
in which you would not expect too many sic de- 
effects over a long term, will not produce or ma in- 
tain hair growth. E ( 
We have been able to demonstrate that the local 
injection of steroids will produce hair growth. — 
I believe I have shown two cases here at this — 
Society in which an injection of prednisolone pro- — 
duced prompt hair growth in the area injection i 
However, in approximately six to twelve we 
all of the hair would be gone again. a l 


Dr. Hurtsut: Roughly, where would you pu it 
the maintenance dose? Around 100 mg. of corti s 
sone? . E. 

Dr. DomMonxkos: In one of our patients, we 
could not get below 175 mg. a day. We have pay 
another patient who required 30 mg. of prednisone — 
a day to maintain continuous hair growth. In i 
others, there was no hair growth when giving as ; 
much as 60 mg. prednisone daily. E 

Dr. HumgrtBUT: You mean below 60 mg. of Sa 
course? I 

Dr. DoMoNKos: No, we did not get hair growth 2 
even when we gave 60 mg. of prednisone daily. - 





a 
^ 
d 


Kaposi's Idiopathic Hemorrhagic Sarcoma. Pree E. 
sented by CHArtes F. Post, M.D. 


History: The patient is a 65-year-old Italian | Y Be 
fire chief. He was first seen in 1955 for the - 
treatment of perianal psoriasis. This was controlled - 
with local therapy and ultraviolet light. In May, * 
1959, the patient first complained of swelling of - h 
the ankles accompanied by a nonpainful bluish 
mottling of the ankles and feet. A clinical diag- 
nosis of Kaposi's idiopathic hemorrhagic sarcoma 
was made and was confirmed by biopsy. E 


^ “ke 
ay 


Except for the ankle edema and easy fatigability — 
of his legs, the patient has no complaints referable - 
to the eruption. P 

Course and treatment: A competent internist was 
unable to find any evidence of diabetes or any  - 
other visible manifestation of this disease. Treat- ^ - 


ment has consisted of fractional x-ray therapy Re. 
in doses of 100 r on 10 occasions at weekly inter- Bl 
vals. T 
There has been about 7596 improvement in the n 
appearance of the lesions, and the ankle edema 
is considerably improved. p. 
Discussion E. 


Dr. Domonxos: One of the greatest difficulties 
encountered by the physician who treats Kaposi's — 
disease is the fact that the patients are usually  . ^ 
very insistent upon receiving therapy for even 
the slightest discolored lesion. We know that 
roentgen therapy does not cure the disease; there- ` 
fore, treatment with x-ray should be confined to. 
the large infiltrated lesions. , MN 
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= The other great pispis arises as to how much 
E Edition should be given. Some of the radiologists 
53 tend to give tumoricidal doses, which I think is 
— a thing to be discouraged, because you can get 
| a recurrences in the sites where several thousand r 
L have been given. Then, there is the question of 
. how much irradiation you can give these patients. 
— [ feel that these patients’ skin will tolerate a 
E. considerable amount of radiation in small doses 
- without producing radiodermatitis. I should con- 
tinue with radiation, when indicated, almost indefi- 
| nitely, by giving 70 to 100 r at one time, at wide 
E: pure. 
‘Dr. HumtBUT: I agree that the patient has 
Kaposi s sarcoma. I believe I should withhold any 
more radiotherapy because the lesions appear quies- 


E. “| Eliot Wolk, M.D., President 
= Murray C. Zimmerman, M.D., Secretary 
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Dec. 29, 1959 
E 

. Ehlers-Danlos Syndrome (Cutis Hyperelastica) : 

— .. Incomplete Dominant Type. Presented by Dr. 


> Murray C. ZIMMERMAN. 


1 . This 11-year-old was seen because her mother 
m6 was concerned about small cystic lesions which 
E had developed after abrasive trauma on the left 
E elbow. Questioning about the atrophic scarring 
< present revealed that the patient had always had 
E a “loose skin" and always had been able to hyper- 
^ extend her joints. She had “pronated feet" for 
A B echt months after birth. Atrophic scarring on 
3 = elbows and knees resulted from normal childhood 
p abrasion traumas. The patient's mother and ma- 
ternal grandmother have “loose skin." The grand- 
SE mother has the ability to hyperextend her joints. 
— The mother is not able to do this. Three siblings 
" i of the mother and three siblings of the patient 
T o do not have this ability. The maternal great grand- 
- mother is reported to have had “healing trouble." 
On Dec. 17, 1959, three small cystic areas on 
4 d the left elbow were excised for biopsy. The bases 
— " were desiccated because of undue bleeding. The 
~~ wounds did not constrict normally upon desiccation. 
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E Histologic examination: Some splitting and 
- fragmentation of the collagen bundles, multiple 
"keratin cysts were present in the cutis. 
v 
| Discussion 


a Dr. WirLLiIAM B. Reep: This patient has a mild 
— J form of Ehlers-Danlos disease. With this clinical 
= picture, you must also think of pseudoxanthoma 


Submitted for publication March 4, 1960. 
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cent, and some of them normally RS without 
treatment. I believe it is wiser to reserve radio- 
therapy for future use, if necessary. 


CHAIRMAN Spoor: I believe Dr. Post wanted 
a discussion of therapy, whether or not he had 
reached a limit. 

Dr. Post: A thousand r. 

Dr. Meyers: As to the limit of x-rays, I do 
not think it is possible to give an exact figure in 
this instance. By judicious prolongation of the 
interval between treatments, conservative dosage 
for each exposure, sparing of normal tissue and 
localization of the x-rays to the most active areas, 
this patient should well be able to tolerate further 


radiation therapy. 
Adenoma Sebaceum. Presented by CuarLEs F. Post, M.I). 


elasticum and Marfan’s syndrome, all diseases 
where connective tissue changes exist. 

Dr. Murray C. ZIMMERMAN: I thought this 
was a typical, but rather mild incomplete dominant 
form of the disease, because she is the fourth 
generation on the mother’s side of the family to 
have at least strongly suggestive evidence of cutis 
hyperelastica. There is no therapy. This girl 1s 
lucky that it is not more severe. She might at 
some future date do something bizarre like having 
a spontaneous dissection of the aorta. She should 
have more care than the average child, as far 
as protection from trauma is concerned, since her 
skin will not contract normally after trauma. 


Dr. Vincent P. Bursy: What was on her el- 
bows, pseudocysts, or something that needed 
surgery ? 

Dr. Murray C. ZIMMERMAN: Not pseudocysts, 
true cysts. These people have a very fragile skin. 
Even after a biopsy as I most unpleasantly found 
out, it is difficult to stop bleeding. Normal skin, | 
if sutured, will pull together. With these patients, 
the sutures rip out. I knew that, so did not 
try to suture the wound. I planned to stop bleeding 
by desiccation. As all of you desiccating derma- 
tologists know, if you desiccate normal tissue, it 
constricts. Her tissue did not do this; it stayed 
in place. However, bleeding stopped. 

Dr. Vincent P. Bursy: What was on the el- 
bows that needed surgery? 

Dr. Murray C. ZIMMERMAN: She had a kera- 
tinized cystic mass. Once I made the diagnosis of 
cutis hyperelastica, I could probably have left this 
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mass alone. It was about 2 cm, in diameter and 
was exuding material. I did not know that the 
first time I saw her. All I looked at was this one 
mass and scheduled her for biopsy. I did not know 
why she had this until I did the surgery and looked 


at all these other atrophic scars. Then I looked at 
her knees and started to ask questions. 


Ulcerative Nodule of the Lower Lip (Chronic 
Lymphatic Leukemia). Presented by Dr. STAN- 
TON B. May. 


“For about six weeks, this 72-year-old white 
woman has noted a "sore" on the lower left lip. 
It started with fever blisters, which enlarged. A 
crust forms which comes off and leaves a raw 
surface. 


The referring internist states that the patient 
came for a sore throat in August, 1958. Subse- 
quently she developed back pain and adenopathy. 
A May, 1958, blood count had been normal. In 
August, 1958, it was 166,000 WBC, 99% lympho- 
cytes, most cells abnormal. Injections of corti- 
cotropin eliminated her back pain and the lymph 
nodes became smaller but later injections had no 
effect. X-ray to the viscera and back was admin- 
istered by a radiologist with much symptomatic 
improvement. The blood count decreased to 60,000 
WBC. She remained much better for about four 
months and then received more ACTH injections 
with benefit. A course of immune globulin pro- 
duced no change. Present WBC is 133,000, 
Lymphocytes 90%. 

Physical examination: A fifty-cent-sized raw, 
serous crusted, ulcer with induration was noted 
on the left lower lip. 'The lateral border was 
raised, and thickened. Many large lymph nodes are 
palpable in the neck and axillae. 

Biopsy specimen taken Dec. 22, 1959, is pre- 
sented. 

Treatment: Two treatments of unfiltered x-ray 
100 r each have been given in past week to the 
tumor. 


Discussion 


Dr. CrErE S. Dorsey: The diagnosis of chronic 
lymphatic leukemia has been established in this 
case. The patient recently sustained an attack of 
herpes simplex of the lips. Quickly the herpetic 
lesions changed into lvmphomatous plaques. I- 






have seen this same sequence before in patie eni 
with lymphoblastoma. Dr. Hirsch said that — 
interesting thing about the cells in these inis es, 
which presumably are the body's perverted re 
sponse to infection, is the fact that they are 2 


lymphocytes; there are no polymorphs preskaii 
thought I saw some malignant lymphocytes, bala 
Dr. Hirsch thought that they were all matu e 
cells. Of course, one may find skin tumors in 
leukemia which contain only mature lymphocytes. - di 
Dr. WiLLIAM B. REED: The ulceration may re S 
sult from a mycotic infection, particularly fron T 
Cryptococcus neoformans or Histoplasma caps 
latum. Both lymphatic leukemia and corticotropin — 
would lower her resistance to infection to usually — - 
benign fungi. Ulcerations typically appear in or 
near the mouth. Dr. Becker presented at the — 
Pacific Dermatologic meeting a case of cutaneou: 
crvptococcosis with Hodgkin's disease, similar to 
this case. There is usually little inflammatory re 
sponse in cutaneous cryptococcosis, but, in this 
case, secondary bacterial infection may account e 
the heavy infiltrate. E. 
Dr. PauL HriscH: I agree with Dr. Dorsey 
that this patient originally had herpes simplex. — 
The skin biopsy at present reveals a monomorphous _ TA 
round cell infiltrate whose distribution and pattern ^ 
of involvement is compatible with a leukemic in- 
filtration. a 
This infiltrate may TRE? represent the - 
cutaneous manifestation of this patient's systemic — 
leukemia having been localized to the area via the — ~ 
herpetic inflammatory lesion. hee 
Dr. Stanton B. May: If my patient does not a 
clear soon, I shall follow Dr. Reed’s interesting — ES 
and practical suggestion. Lesions of histoplasmosis _ : Y 
are frequently seen in and about the mouth. I- 
believe it is of interest that her internist was able ~ 
to relieve her symptoms by injections of corti- ia 
costeroids, then this failed, and she responded to- #3 
radiation therapy. When this ceased to help, in- 5. 
jections of corticotropin again helped and are | | 


making the patient feel better within hours. A 3 
A Lichenoid and Vesicular Eruption—Presumably Due to | Es 


-i 
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Medication. Presented by Dr. Vincent P. Burpy. > 
Case for Diagnosis. Presented by Dr. Davip N. ALCON. AA 
Case for Diagnosis. Presented by Dr. Davip N. ALCON. 


Creeping Eruption. Presented by Dr. Epwarp L. MURPHY. _ 

Granuloma  Annulare Disseminata. Presented by Dr. E 
STANTON Mav. "UA 

Localized Dermatitis of Palms, Presented by Dr. STANTON | Re 
May. 
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| A Case for Diipa: (Mycosis Fungoides?) 
d Presented by Dr. R. J. Rowe. 


= A woman, aged 45 years, was. first seen in 
E. . June, 1958, because of an eruption on the right side 
E E of her chin and face, present for about 10 months. 
- She had had a recurrent eruption on her arm 
— for the past three years. There were patches of 
y= s an erythematous, indurated, and scaling dermatosis, 
— . most marked on the right side of her face, with 
f — prominent edges and some tendency to clear in 
iis: . the center. Tinea of the face and lupus erythemato- 
E. sus were considered. Numerous scrapings for 
EC fungi from her face, done both here and elsewhere, 
- have not revealed mycelia. 
EC The condition was not noticeably influenced by 
A. ET -local treatment, x-ray therapy, and chloroquine 
E: . (Aralen). 
In the latter part of March of 1959 a large, 
à papillary adenocarcinoma about 12 cm. proximal 
- to the anus was removed surgically. 
E E Chest x-ray and laboratory findings were essenti- 
ally normal. Two biopsies were examined by Dr. 
EC Hermann Pinkus, who did not offer a definite 
- diagnosis, but who felt that the pathologic features 
E praed out lupus erythematosus. He suggested the 
. possibility of a chronic granuloma of fungus origin. 


B 










a 

E- Discussion 

< —.. Dr. Marcus Caro, Chicago: In examining the 
UM 

E right forearm I was impressed with a sharply out- 


— lined patch that was slightly infiltrated and sur- 
—. rounded by a polycyclic border with perfectly 
~ normal skin alongside of it. To me, this is very 
E indicative of mycosis fungoides. On the face I 
EU found the same type of patches, some of them on 

~ the cheek almost up to the eye, and again these 

were bound by very sharp borders. In many places 
3 there was infiltration and in some areas there was 
E a beginning tumor formation. The section is not 
: p perfect for mycosis fungoides. Nevertheless, there 
b = are many eosinophiles present, there are small ab- 
-  scesses in the epidermis and there is a massive 

x infiltrate, with the cells showing a good deal of 
-— pyknosis and clumping together. Because of the 
- . secondary infection present, the histologic picture 
Er. showed many secondary features that should not 
—— be present in lesions that are not so disturbed. I 
E = should suggest, therefore, that another biopsy be 
= performed from one of the uncomplicated lesions 
on the right forearm to see whether or not the 


je. 
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diagnosis of mycosis fungoides can be established 
histologically. 

Dr. SrunE JoHNSON, Madison: This patient has 
become worse since I last saw her in that the 
dermatosis is more widespread and there is ex- 
tensive follicular plugging suggesting a vitamin A 
dysfunction. When we saw this patient we con- 
sidered lupus erythematosus and placed her on 
Aralen and later added vitamin A, 150,000 units 
daily. Evidently neither has helped. 


Addendum 


A further biopsy specimen from a noninfected 
lesion again was not diagnostic. However, the 
clinical course, the failure of griseofulvin to in- 
fluence the eruption, and a favorable response to 
treatment with nitrogen mustard support the diag- 
nosis of mycosis fungoides. 


Diagnosis: Eosinophilic Granuloma of Bone 
with Skin Lesions: Follow-up Presentation 
After Thirteen Years. Presented by Dr. 
STEPHAN EPSTEIN. 


This 14-year-old girl was first seen at the Clinic 
on Jan. 4, 1946, at the age of 9 months because 
of a painful swelling above her left ear of three 
months’ duration. The scalp was covered with a 
scaly dermatitis composed of small papules. Similar 
lesions were scattered over the lower part of the 
chest and abdomen; they resembled the eruption 
often seen in Schueller-Christian disease. At the 
age of about 18 months, a destructive lesion of the 
roof of the mouth was noted with loss of several 
teeth. A little later there appeared an infiltrated 
ulcer of the right labium majus. The skin lesions 
responded satisfactorily to fractional doses of x-ray 
therapy. In 1947, a granuloma in the shaft of the 
left humerus was noticed, 


This girl is presented because she is in good 
health, well developed, and without any residual 
defects except for her teeth, which are mostly gone 
or decayed. There is no hearing defect. 


This case has been reported previously (Pinkus, 
Copps, Custer, and Epstein: Reticulogranuloma, 
A.M.A. Am. J, Dis. Child. 77:503-519 [April] 
1949), 


Discussion 


Dr. RozERT Gorrz, Minneapolis: Histologically, 
it seems to me that there can be no doubt about 
the diagnosis. The histiocytic cells in the upper 
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part of the corium were the same as those in 
Letterer-Siwe and Hand-Schueller-Christian dis- 
ease, 

Dr. Francis W. LvNcH, St. Paul: There is a 
considerable variety in the lipid-storage granuloma- 
tous disorders to which group Lichtenstein applies 
the term histiocytosis-X. However, I believe that 
in my experience this is the first instance of as- 
sociation of cutaneous involvement with osseous 
eosinophilic granuloma, a condition which usually 
is a solitary manifestation of the disease. 


Dr. STEPHAN E»esrEIN, Marshfield: When we 
first saw this patient we felt that it looked like 
Schueller-Christian disease, but there were no lipids 
in the sections. The girl is presented today be- 
cause so often we see those cases only in the 
early stages, and we wanted to show the late out- 
come. Her case confirms what is generally assumed 
that “eosinophilic granuloma of bone” is the most 
benign member of the histiocytosis-X group. 


Diagnosis: Generalized Histoplasmosis Involv- 
ing Tongue and Pharynx. Presented by Dm. 
STEPHAN ErsrEIN and (by invitation) DR. 
GEORGE E. MAGNIN. 


This 71-year-old white man was seen originally 
at the Marshfield Clinic on Feb. 11, 1959, com- 
plaining of a sore tongue and difficulty in swallow- 
ing. This was associated with a 20-pound weight 
loss. The patient had a mild cough for a number 
of years. He had previously been hospitalized 
elsewhere, and a biopsy specimen of the tongue 
demonstrated a chronic granuloma consistent with 
tuberculosis. In spite of a three-month trial of 
isoniazid and streptomycin, the patient's condition 
grew worse, and he lost more weight. Therapeutic 
trials with gentian violet, erythromycin (Ilosone), 
and nystatin (Mycostatin) also were not bene- 
ficial. The patient had been born on a farm in 
Wisconsin; he had lived in Gary, Ind., where he 
worked as a crane operator for 32 years. Recently 
he moved from Indiana to central Wisconsin. There 
was no history of fungus disease in the family. 


The examination disclosed a thin, pallid, white 
man who had marked difficulty in swallowing and 
speaking. His tongue was noticeably thickened. A 
glassy, necrotic, ulcerated area was present over 
the base of the tongue. A necrotic-appearing mem- 
brane covered the soft palate and pharynx. There 
was no cervical adenopathy. The thyroid cartilage 
was tender. Examination of the chest disclosed 
rales at both bases. The liver descended three 
fingerbreadths. The spleen was palpated 2 cm. be- 
low the left costal margin. The abdominal aorta 
was easily palpated and felt dilated. 


Blood count and urinalysis were essentially 
normal. Skin tests for tuberculosis, blastomycosis, 
and coccidiomycosis were negative. His histoplas- 
min skin test was positive, measuring 10 mm. 
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after 48 hours. Complement-fixation tests or is 
histoplasmosis were positive 1 to 32 in the yea i: 
phase and also in the mycelial phase. The sero- is 
logical test for syphilis was negative. —— A 

The lungs were emphysematous and a small 
ovoid area of increased density was seen in the 
left lateral lung field. A flat film of the abdo 
showed extensive calcification of the abdo ainal | 
aorta consistent with aneurysmal dilation. The . 
tongue was rebiopsied (Dr. Bright Larkin) and . 
the pathological report (Dr. Frank Glassy) was ` 
that of an acute and chronic granulomatous inflz i 
mation due to Histoplasma -capsulatum. Organisms 
were seen, both on the hematoxylin and eosin and 
methenamine-silver stain. Cultures of the materia 
grew out the fungus of histoplasmosis. am 

The patient was treated with amphotericin ` B. 
intravenously and received a total course of 125 
gm. He was unable to tolerate more than 25 mg. 
every other day. Side-effects consisted of chills, 
fever, and edema of the legs with a rise in hi a 
BUN. There was a striking response to therapy, 
and within two weeks he was free of pain. His 
appetite was improved, and he was able to swallow 
without difficulty. 

At ~ time of dismissal from the hospital, on 
May 15, 1959, the tongue had completely healed. n 
The bi. lesion remained healed. The liver and | ' 
spleen are no longer palpable, and on the chest . 
film the lesion in the left lung field has completely E 
disappeared. 4 
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Discussion 








Dr. Georce E. MacNrN, Marshfield (by invita- | 5 
tion) : Histoplasmosis is one of the deep mycoses — 
with a predilection for the reticuloendothelial SyS- E 
tem. It occurs mostly in the male. The organisms _ E 
are usually found engulfed in a leukocyte or epi- |. : 
thelial cell. The organism is transmitted to man. 
from the soil, either by inhalation or by ingestion. 3 


m NN 


mosis. 
manifests itself as a pneumonia, and the chron ^Y 
disseminated form which has a varied clinical - 

picture but which pathologically is characterized am 
by a chronic granuloma in which the intracellular - 2 
organism may be seen, either on H & E stain or 

more dramatically by the new methenamine-silver E: E 
staining technique. T 


b. 


It is the chronic granulomatous type that con- - 
cerns the dermatologists. This form is usually — 
manifested clinically by chills, fever, weight loss, — E 
pulmonary infiltration, adrenal involvement, and | E 
in 14% to 20% of the cases by a chronic ulcerative _ 
lesion involving the tongue, the larynx, or the E 
penis. f> 

Any chronic ulcerative lesion involving the 9 
pharynx, tongue, or larynx with a palpable spleen E 
and liver should make one suspicious of histo- - 
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E  plasmosis. The skin test for histoplasmosis, using 
— - a 1:1,000 dilution, has the same diagnostic im- 
mE portance as the tuberculin test. About 80% of 
at 


x i: patients with active histoplasmosis will have a 
B positive skin test. Occasionally one may get a 
m - cross reaction with blastomycin. The complement- 
fixation test using both yeast and mycelial phase 
i antigen is very specific for histoplasmosis, and a 
reaction of 1:8 or more usually indicates active 
EB .. disease. 
+ Pathologically the disease can very easily be 
—— OMM with sarcoidosis, and because sarcoid 
~ benefited by steroids and histoplasmosis is worsened, 
EV I think it is extremely important positively to elimi- 
cum nate histoplasmosis as well as tuberculosis before 
2j -- making a diagnosis of sarcoid. 
E Amphotericin B is a very useful agent in the 
ES _ therapy of this fungus disease and in many in- 
stances has proved to be lifesaving. Certainly the 


ES pc case presented here today is an example of this. 
uri 
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di D In order that amphotericin B be effective, it must 
— be given intravenously. A total course of 1 to 3 
BE 


T" gm. should probably be sufficient with .a daily 
dose of 15 to 50 mg. given in 1,000 cc. of 5% 
g - dextrose in water over a six-hour period. 
E Dr. Henry GmINVALSKY, Stevens Point (by 
B o» I should like to endorse Dr. Magnin's 
2 . plea to use the methenamine-silver stain on prac- 
Ec Eon all granulomas of the skin. It not only 1s 
; ~ excellent for demonstrating such organisms as 
Bibistoplasmas, but many other fungi, parts of no- 
cardia and also acid-fast bacilli, stain very well 
E. with this technique. It is a very simple technique; 
"1 most laboratories would be capable of doing the 
^ methenamine-silver stain. 
^. Dr. SrEPHAN Epstetn, Marshfield: This case 
was presented for educational purposes, because 
à the diagnosis had been missed elsewhere in spite 
B. Of a biopsy, because microscopically histoplasma 
ES could not be found in the sections, and the skin 
— test and the complement fixation test also had been 
m negative. We performed three biopsies and only 
~ one showed Histoplasma very definitely. The histo- 
E plasmin test and complement fixation now were 
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Congenital ichthyosiform erythroderma. 
erythroderma). 
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also positive. This case demonstrates that one can- 
not depend on .the pathologic examination and 
negative tests in ruling out the relatively early 
stages of histoplasmosis. 


Diagnosis: Congenital Ichthyosiform Erythro- 
derma in Father and Daughter. Presented by 
Dr. STEPHAN EPSTEIN and (by invitation) DR. 
J. R. HEERSMA. 


This man, now 25 years of age, was presented 
before this society at its meeting on Sept. 18, 
1948, in Marshfield, Wis. as congenital ichthyosi- 
form erythroderma. The whole skin was involved 
since birth. There was a history and some evi- 
dence of formation of bullae, especially about the 
ankles. No other member of the family had this 
disorder. Treatment had no effect. 

On Aug. 12, 1958, a daughter was born. At the 
time of delivery the family physician noted some 
denuding of the skin about the navel. She was 
referred to the Clinic on the same day. At the 
time of admission a great part of the epidermis 
of the trunk and part of the epidermis of the 
extremities had been lost, and a bullous eruption 
was present (see Figs. 1 and 2). 

On Aug. 14, 1958, a biopsy was taken which 
showed most remarkable changes. Dr. Hermann 
Pinkus reported: “The entire upper half or more 
of the- epidermis is converted into a devitalized, 
almost hyaline-looking mass; it looks almost like 
The basal layer is intact, but the cells 
immediately above it seem to dissolve into stringy 
There is not a granule of keratohyalin 
in the entire epidermis. It seems remarkable to 
me that this child can live if all of her epidermis 
is in this condition.” 

A second biopsy taken at the age of 2 weeks 
showed the characteristic picture of ichthyosiform 
erythroderma. 

The child súrvived with excellent pediatric care. 
After many weeks of hospitalization the skin 
gradually improved and the child now presents a 
widespread ichthyosiform eruption with unpleasant 
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Discussion 


Dr. Francis LvNcCH, St. Paul: To me there 
seems considerable similarity in the two cases of 
congenital ichthyosiform erythroderma and in the 
keratoderma palmare case with acanthosis-like le- 
sions. I should group these patients feeling that 
their eruptions are variants of the condition which 
ranges through harlequin fetus to ichthyosis con- 


genita and on to congenital ichthyosiform erythro- 


derma, depending on age of onset, severity, and 
extent. 

Dr. Davin W. Kerstinc, Milwaukee: The bi- 
opsy taken when this child was three days old is 
a rare and valuable specimen, showing an innately 
defective neonatal epidermis with a striking pseudo- 
acantholysis, as it were, and a peculiar intermin- 
gling of abnormal ‘keratinous substance in this 
epidermis. 

Dr. STEPHAN EPrsrkrN, Marshfield: We thought 
this case was a very uncommon one. I cannot 
remember ever having seen this severe bullous 
form of congenital ichthyosiform erythroderma; 
we would not have diagnosed the case if we had 
not known that the father had suffered from this 
disorder. Lapiere (Ann. dermat. ct syph. 84:5-21 
[Jan.-Feb.] 1957) published a similar case. He 
states that the common type of this disorder is 
ordinary ichthyosiform erythroderma without blis- 
ters, that the most frequent form is the harlequin 
fetus and that the bullous erythroderma is exceed- 
ingly rare. He reported three cases, and he claims 
the only other one he could find in the literature 
was by Bigard and Longerin, from Paris ( Bull. 
Soc. franq. dermat. et syph., 1908, p. 92). All 
these children died between six hours and the 
fourth day of life. I have no doubt that this child, 
too, would not have survived except for the ad- 
ministration of antibiotics and fluids, Our pedia- 
tricians have done very well in saving a life; but 
on afterthought, seeing this little girl with her 
miserable skin and the unpleasant odor, I wonder 
whether we have done any good. 


Diagnosis: Acrodermatitis Enteropathica (Dan- 
bolt-Closs) Persisting into Adulthood. Pre- 
sented by Dr. STEPHAN Epstein and (by 
invitation) Dr. JAMES S. VEDDER. 


This woman, now 26 years of age, is the oldest 
sibling of a family suffering from acrodermatitis 
enteropathica. She has been under observation at 
the Marshfield Clinic since October, 1937. 


The eruption originated at the age of 10 months 
with blisters on the “buttocks, later on spread to 
legs, arms, and face. In the summertime, from the 
end of April to the end of September, it disap- 
peared nearly completely. The girl lost finger and 
toenails, and a photophobia accompanied the con- 
dition. The patient presented a peculiar dermatitis 
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consisting, at the age of 3 years, of different ú -ypes 
of lesions, tiny, hyperkeratotic papules, as well as 
larger patches with pronounced hyperkeratosis a 
a dirty brownish color. There was a parti he | 
bullous inflammatory eruption around the vulva eR ^ 
Here and around the eyes the picture resembled 
to some extent impetigo. The lesions of the elbow s 
knees, and dorsa of fingers suggested pityriasis < 
rubra pilaris. The eruption around the toes 2 
the mouth later on resembled moniliasis. E. 
Laboratory examinations were essentially ect. É. 
tive. Repeated cultures never yielded Candida M 
cans. 
A biopsy in February, 1945, examined by D 
Hermann Pinkus, was not diagnostic. At that time 
arrangements were made for a consultation villi 
Dr. Louis Brunsting of the Mayo Clinic, but vibe 
the time of the appointment came, the girl h 
started menstruating and her dermatosis improved. E 
rapidly and cleared up completely within a few — 
weeks. From then on, she was free of oyoti 
for the next ten years until the age of 22, e s 
she became pregnant. She has had four pregnancies b. 
since, and each time, practically at the first sign of © 
her pregnancy, lesions occur in her groins and a 
genital area and around the mouth, They clear. M 
within a few days after delivery. Diiodohydroxy- ` 
quin (Diodoquin), three to four tablets daily, wi n 
clear up the condition at the corners of her mou i 
but not in the genital area. Photophobia is no . 
longer present. At present the patient has some ^ 
remnants of an angular stomatitis but only pigmer i- MS 
tation in her groin and no itching. n v 
The last three children are living and all wel LS 
without any skin disease. The first child died within ~ 3 
two hours after birth; he was an achondrogia im 
dwarf. 3 


p 
Diagnosis: Acrodermatitis Enteropathica (Dan MA 


bolt-Closs) in Five Siblings. Presented by Dr. 3 
STEPHAN Epstein and (by invitation) Dr. ie 
lAMES S. VEDDER. 5 


This family has been reported previously ( Ved--. Ero 
der, James S., and Griem, Sylvia J., Ped. 48 :212+ € pi 
219 [Feb.] 1956). E. 

These patients all suffer from acrodermatitis | x 
enteropathica. They are still treated at intervals . 
with Diodoquin, The mother usually waits until — 
symptoms occur to resume treatment. vn ? 

As often happens during the summer months, — m. 
the patients clear spontaneously; the skin of two 
children show no typical lesions at present. How- ^ 
ever, one child, Richard, has some pigmentation - : 
and keratosis on the knees and elbows, which are — 
residuals of his flare-up in April. Diodoquin has : 
not been needed for any of the children since April? 3 

(EN 
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Discussion E P 
Dr. Lours Brunstinc, Rochester: This is a E 
most remarkable group. This mother had 12 chil- - * 
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the same disorder, and the four who are present 
here show various stages of the defect I was 
. particularly interested in the case of the oldest 
- daughter, who is now 26 years of age. She had 
. had this in a severe form in early childhood, but 
— when her menses began, about the age of 12, the 


- condition ceased altogether. She was married at 


the age of 20 and within a few days after the 
onset of the first pregnancy, some of the lesions 
returned only to clear shortly after delivery. This 
- has happened four times; whether she has since 
_ given up the treatment I do not know, but I doubt 
it. Inasmuch as we know so little about this pe- 
culiar syndrome, its gastrointestinal complication, 
. and now the endocrine relationship, how is the 


- mechanism of control of the disease under the 


3 administration of Diodoquin to be explained? 
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I think Dr. Brunsting has covered things well; one 


a E about 10 grains four times a day; 
. will almost clear but not completely. 
. two weeks after delivery, she will be completely 


Dr. SturE JoHNSON, Madison: Several seem- 
ingly unrelated factors like pregnancy, summer, 
. and medication with Diodoquin seem to help these 
. people. We are now approaching the time of the 
= year when these people usually relapse, and when 
this occurs a week of Diodoquin therapy seems 
. to bring the disease under control. Would these 
. people do better living in an area where the sea- 
sonal variation is not marked? 


Dr. JAMES VEDDER, Marshfield (by invitation) : 


[interesting aspect in her case is that pregnancy 
can be diagnosed without the frog test. She can 
tell immediately when pregnancy occurs because 
Smp: appear and get progressively worse, and 
in the last trimester she had a terrific time. The 
toms can be turned off with Diodoquin if she 
the lesions 
However, 


free of all lesions again. So it will be very in- 
teresting to see whether her younger sisters will 


= also clear at puberty and what will happen to 
= them with their pregnancies. 


_ Diagnosis: Incontinentia Pigmenti (Bloch-Sulz- 


berger). Follow-Up After 11 Years. Presented 

by Dr. STEPHAN EPSTEIN. 

This 12-year-old girl was presented before this 
society at the meeting in Marshfield, Wis. on Sept. 


18, 1948, as “A case for diagnosis (dermatitis 
herpetiformis ?).” 
. Laymon and H. E. Michelson suggested the diag- 


During the discussion Drs. Carl 


nosis of incontinentia pigmenti. This case was 
reported previously (Epstein, S.; Vedder, J. S., and 
Pinkus, H.: Bullous Variety of Incontinentia Pig- 
menti [Bloch-Sulzberger]. A.M.A. Arch. Dermat. 
& Syph. 65:557-567 [May] 1952). 

Lesions of the buttocks had been noticed by the 
attending physician at birth. At the age of 13 days 
the child was seen at the Clinic with a generalized 
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bullous eruption which occurred as grouped and: 
linearly-arranged vesicles and bullae. At the age 
of 4 months, the blisters gradually disappeared, 
and since then bizarre pigmentations and red, in- 
filtrated patches, as well as firm, elevated plaques, 
some hyperkeratotic, appeared. At the age of 16 
months the clinical picture was characterized by 
the typical pigmentation. At the age of 18 months 
the child suffered the first of a series of convulsive 
seizures. At the age of 3 years, roentgenologic 
examinations of the teeth showed the absence of 
temporary and permanent teeth in the lower center 
region. The developing upper central permanent 
teeth showed a very irregular cutting edge. At 
the age of 3 years and 2 months, the convulsions 
were followed by a spastic hemiparesis on the left. 
Since then the child has improved greatly. At 
present, although there is still some pigmentation 
present, the markings have faded very much. She 
is healthy now and mentally alert and does very 
well in school. Since November, 1955, she has 
been able to walk without her leg brace, but her 
left hand still serves only as a "helping hand." 


Discussion 


Dr. FREDERIC T. Becker, Duluth: I think it is 
important to point out that incontinentia pigmenti 
is frequently associated with multiple ectodermal 
and mesodermal defects. The child shows many 
of the anomalies which develop in these persons. 
First, there is the alopecia of the scalp with a 
defect in the scalp itself. Secondly, she shows a 
dental maldevelopment and lack of dentition. These 
persons frequently have epilepsy and, as this per- 
son, along with a spastic paralysis. This child is 
apparently doing well in school. They are often 
mentally defective, especially when microcephaly 
is present. There are lesions present on the 
face and about the nose in the case of the 12-year- 


. old girl, which are suggestive of sebaceous ade- 


nomas. | do not believe this is an associated lesion. 
These people also have osseous deformities, strabis- 
mus, and corneal opacities. I have always looked 
upon this as a postinflammatory melanosis, and, 
of course, bullous eruptions occur in about 30% 
of these patients. One should always suspect this 
disease when unilateral bullous lesions occur. A 
case recently presented before this society was 
the child whose mother gave a definite history’ 
of rubella in the first trimester of pregnancy. 

Dr. WannEN L. MAcAuLAy, Fargo: It was in- 
teresting to see this patient after a lapse of 11 
years. At that time she was originally presented 
at a meeting of this society with the presumptive 
diagnosis of dermatitis herpetiformis in infancy. 
It was only later that the true diagnosis was 
realized. 

Dr. WILLIAM SABES, Minneapolis (by invita- 
tion): Very briefly, these are some of the views 
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of Dr. Robert Gorlin from the Dental School and 
Dr. John A. Anderson of the Pediatric Depart- 
ment of the University of Minnesota Medical 
School about the nature of the dental changes 
described in incontinentia pigmenti. All twenty-two 
published reports and analyses revealed alteration 
of dental structures. Dr. Gorlin and Dr. Anderson 
had the opportunity to examine three cases of 
incontinentia pigmenti. There appears to be a 
pathognomonic dentition present in incontinentia 
pigmenti. Dental abnormalities affect both the de- 
ciduous and the permanent dentitions. Changes are: 
1. Characteristic conical formation of the crowns 
of the incisors, canine, and bicuspid teeth. Even 
the coronal portion of the molars is frequently 
altered in that direction. 
Hypodontia or decrease in the number of teeth. 
This, in addition to the tapering form of the 
crown, causes widespread diastemas. 
3. Delayed tooth eruption is a common, but by 
no means consistent, finding, This, I believe, 
was demonstrated in the patient this afternoon. 


Diagnosis: Lichen Planus of the Skin and 
Mucous Membranes. Presented by Dr. Mar- 
VIN S. KAGEN. 


bo 


One year ago, the patient, a 51-year-old, well- 
nourished white man, developed violaceous, angular, 
flat-topped papules on the sacral area, flexor sur- 
face of the wrists, dorsum of the hands, and 
mucous membranes of the mouth. 


The skin lesions have cleared. The lesions of 
the mouth have persisted. They consist of white 
papules with thickened white patches and denuded 
areas. 


The physical examination and laboratory find- 
ings have been normal. 

He has received penicillin, steroids, Asiatic 
pills, vitamins, tranquilizers, mouth washes, pheno- 
barbital, and lozenges. The patient lost 44 pounds 
because of the difficulty in eating on various oc- 
casions. The condition has been characterized by 
remissions and exacerbations. | 


Discussion 


Dr. Caro, Chicago: I almost hesitate to accept 
the diagnosis of lichen planus when the lesions of 
the mouth are as erosive as they are in this case. 
In looking at them, I thought back to see just 
how often I have seen erosion of that type, but 
I can not recall a case of lichen planus with erosive 
lesions of that extent in which the diagnosis was 
confirmed by finding typical lesions elsewhere or 
by biopsy. So, on that basis alone, I should think 
very strongly that this is probably not lichen planus 
unless some other confirming evidence is found. 
When I questioned the man about drugs, he denied 
taking any cathartics, but that in itself means 
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nothing, I think that he may still be getting se : 
phenolphthalin somewhere without realizing it or- 
it may be so much a matter of habit he does r ot f” 
know that he is taking medicine. I should still 4 
think of a possible drug eruption or some other 1 
type of stomatitis rather than lichen planus. — ' - 
Dr. SturE JOHNSON, Madison: The first thought 
I had on looking into this patient's mouth was - 
whether or not he had benign pemphigus of the ; 
mucous membranes. Though this man stated that |. 
he had not used gentian violet in the mouth for cs 
several weeks, there still is gentian violet present aH 
in the mouth. As you know, this dye may cau JA 
chemical irritation of the mucous membranes of 
the vagina and mouth which may be a factor in PN 
his present discomfort. (a 
Dr. Lours BnuNsTING, Rochester: Lichen planus 
may be limited to the mucous membrane of the . 
mouth, with or without involvement of the lips. - 
At times the tongue is denuded and ulcerated to 
the point of complete disability. In such cases the 
differentiation between lichen planus, leukoplakia,  . 
and actual malignancy is often a real one, and the _ 
microscopic evidence is usually not helpful in estab- - 
lishing the diagnosis of lichen planus except by | 35 
exclusion. With painful erosions of the mouth, - 
a disturbance of nutrition may be expected in the — 
long run. Some measure of relief can be provided - 
by the use of a spray of solution of diphenhydra- 
mine (Benadryl) which is applied a few minutes 
before mealtime. This affords a slight degree o e: 
anesthesia and permits the patient to chew and E 
swallow without discomfort. The ulcerative process | 
of the mouth may persist over a period of several. E 
years, during which time the state of general nu- — 
trition may be severely depleted. Ww 
Dr. Francis W. LvwcH, St. Paul: I should =~ 
agree with Dr. Brunsting in accepting the diag- 
nosis of lichen planus. The gingival involvement 
was of interest to me. I fear that if I had seen 
this patient with only gingival involvement, Lee 
should not have been led to the correct diagnosis. . 3 
Dr. GnINVALSKY, Stevens Point (by invitation) : 
Treatment of these skin lesions is far from my -— 
field, but I had the opportunity to observe the 25 
follow-up of some of the cases of oral lichen E 


* 


-< 


planus that Dr. Samuel Zakon had been treating 
in Chicago with vitamin A lozenges, intraorally. - 
I have verified the diagnosis on the basis of the | 
biopsied material and I was rather fascinated by — — 
the results. Some of these cases had been resistant m 
to treatment for long periods of time. ; 


Dr. KAGEN, Appleton: The patient had received ` 
Dexamethazone, 0.75 mg., five times daily along _ x 
with antibiotics, for two months. He also received ae 
vitamin A in buccal tablets and internally, other a 
vitamins, Chloroquine (Aralen), bismuth, tran- 
quilizers, Asiatic pills and local Benadryl as an 
anesthetic. The patient was referred to the Mayo E 
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. Clinic and he started to improve immediately upon 
L^ learning of his appointment. That was two months 
Jt ago; now the condition has gradually returned. 

s dt was hoped that by bringing him to this meet- 


ang, further improvement could be expected. 


| Diagnosis: Poikiloderma of Jacobi. Presented by 
e — Dr. R. J. Rowe. 


e This patient, a woman 54 years of age, was 
- seen in the Clinic in March of 1950 at which 
E time she complained of a generalized eruption, 
E which she stated had first appeared on her ankles 
9.16 years previously. During that time the eruption 
X © had gradually spread. 
. Examination then revealed a symmetrical tel- 
T angiectatic eruption involving her arms, hands, 
e B on: trunk, and legs. This was most pronounced 
A P on her legs. During the past year, the patient 
~ has had a left oophorectomy for a simple serous 
Be cystoma, benign, and a thyroidectomy for a nodu- 
_ lar nontoxic goiter. 
Li. P Repeated white and differential counts have been 
- normal. The patient has not had specific treatment 
E this disease. 
ES A biopsy specimen showed changes compatible 
E ith poikiloderma of Jacobi. 


Discussion 


4 S Dk. Maurice J. Reuter, Milwaukee: At my 
irst casual glance at the patient from a distance 
thought we might be dealing with acrodermatitis 
B ciconica atrophicans. However, on closer examina- 
E re ion, the presenter's diagnosis of poikiloderma was 
ER. evident. Whether this patient has or is going to 
Be cevclor some serious systemic disease, such as 
1ycosis fungoides, leukemia, Hodgkin's disease, or 
Hiymphosarcoma which has been recorded in many 
“cases in the past, is something to be considered. 
a Some years ago, John Downing reported localized 
 poikiloderma following trauma and extreme ex- 
E ue to cold. This was in an iceman who car- 
ried ice over his back and who developed a plaque 
5 of poikiloderma in the area of contact. 
DR RicHarp Rowe, Marshfield: This woman 
E. a had systemic disease. As you notice from the 


P protocol, some of her systemic illness came on 
EM. 


u LA "x . 
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prior to the development of the skin disease. 


Whether it is related or not, I do not know. 

Diagnosis: Tuberculosis of the Skin? Presented by Dm. 
Ricnarp |. Rowe. 

Diagnosis: Colliquative Tuberculosis of the Skin? Pre- 
sented by Dr. STEPHAN EPSTEIN. 

Neerobiosis Lipoidica or Granulomatosis Disci- 

Chronica et Progressiva (Miescher). Presented 

EPSTEIN. 

Lipoidica. 


Diagnosis: 
formis 
by Dr. STEPHAN 

Diagnosis: Necrobiosis 
James J. BARROCK. 

Arsenical Keratosis. Presented by Dr. R. J. Rowe. 

Congenital Ectodermal Defect. Presented by Dr. STEPHAN 
Epstein and Dr. J. R. HEERSMA. 

Ichthyosis Follicularis. Presented by Dr. 
STEIN. 

Keratoderma Palmare et 
gricans-like Lesions. Presented by Dr. 
STEIN. 

Keratosis Palmaris et Plantaris. Presented by Dm. STEPHAN 
EPSTEIN. 

Incontinentia Pigmenti. Presented by Dr. 
Epstein and Dr. J. R. HEERSMA. 

Granuloma Annulare. Presented by Dr. R. J. RowE. 

Granuloma Annulare. Presented by Dr. STEPHAN EPSTEIN. 

Presented by Dr. R. J. 


Presented by Dr. 


i 
STEPHAN Ep- 


Plantare with Acanthosis Ni- 
STEPHAN Ep- 


STEPHAN 


Discoid Lupus Erythematosus. 
Rowe. 

Essential Hyperlipemia. Presented by Dr. 
TEIN and Dr. L. L. SCHLOESSER. 

Lichen Ruber Moniliformis? Presented by Dr. STEPHAN 
EPSTEIN. 

Case for Diagnosis. Presented by Dr. R. J. Rowe. 

Pili Torti. Presented by Dr. STEPHAN Epstein and Dm. 
J. S. VEDDER: 

Dermatomyositis with 
by Dr. STEPHAN 
J. S. VEDDER. 

Darier-like Senile Keratosis. 
EPSTEIN. 

Scleroderma, Raynaud’s Disease. Presented by Dr. JAMES 
J. BARROCK. 

Lichen Sclerosus et Atrophicus. Presented by Dr. STEPHAN 
EPSTEIN. 

Morphea. Presented by Dr. R. J. Rowe. 

Familial White Folding of the Mucous Membranes (Mouth 
and Vagina). Presented by Dr. STEPHAN EPSTEIN. 
Nevus Flammeus Treated with Thorium X. Presented by 

Dr. STEPHAN EPSTEIN. 

Nevus Flammeus Treated with Thorium X. Presented by 
Dr. STEPHAN EPSTEIN. 

Keloid Treated with Surgical Removal of Protruding Part 
and Radium Therapy. Presented by Dr. STEPHAN Er- 
STEIN. 

Sensitivity to Neomycin. Presented by Dr. 
STEIN. 

Photocontact Dermatitis. 
STEIN. 


STEPHAN Er- 


*"Heuck-Gottron Sign." Presented 
ErsrEIN and (by invitation) Dn. 


Presented by Dr. STEPHAN 


STEPHAN Er- 


Presented by Dr. STEPHAN Er- 
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Case for Diagnosis: Acquired Epidermolysis 
Bullosa? Sun-Sensitivity Eruption? Dermatitis 
Herpetiformis? Presented by EUGENE F. TRAUB, 
M.D. 


A 54-year-old salesman first noticed blisters on 
his hands, forearms, arms, neck, face, ears, and 
Scalp beginning about six to eight years ago. The 
blisters have appeared nowhere else and follow 
minor bruises. A true Nikolsky sign has not been 
elicited. The lesions are extremely pruritic. There 
is no history of drug ingestion. The eruption is 
somewhat seasonal, clearing up to a large extent 
in the winter months, although, as vou can see, 
it is present now, almost on the first of Decem- 
ber. He has, since the question of sun sensitivity 
was raised, avoided direct sun exposure as much 
as possible. I should like to draw attention to the 
patient's color which is suggestive of either a 
mild jaundice, pernicious anemia, or malignancy. 
He has never had gallbladder disease. 

Family history: The family history is essen- 
tially negative. Father died of carcinoma of the 
bladder. 

Past history: An interesting point in his past 
historv was an injury received over 27 years ago. 
His chest was crushed, and the fractured sternum 
was wired together. The wound did not heal and 
drained for 27 years, despite all types of therapy, 
including many varieties of antibiotics. To con- 
trol his bullous eruption, he was given cortico- 
tropin (ACTH), and within a few weeks his 
wound healed and has not drained since, Unfor- 
tunately, this therapy was not equally successful 
in curing his bullous eruption. 

Laboratory data: 


LINE bo ewan negative 

Blood sugar ...normal levels (134 mg. %) 

fun Mom 18 mg. 96 

CBC 
WBC ...7,950 Lymphs ...55 
HUC, 40 BE uoces. 40 
Hgb. .... 165 gm Eosin. 2 

QUIS Lis 3 
BP. sa AOM 
Dr. Desar, Bombay, India: I should like to 


discuss the various other conditions which go 
under the group of light-sensitivity dermatoses. 
I had occasion to find out some of the other 
conditions in the background which can give rise 
to photosensitivity. Three conditions come to 
mind. Many drugs, particularly tar derivatives, 
can sensitize the system. Often, the patient is 
self-medicating with sulfa drugs, acetylsalicylic 


Submitted for publication Feb. 15, 1960. 
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acid (aspirin), phenacetin, or barbiturates, and ie 
can eventually develop intolerance, so that is « 
factor to remember. 

Another is porphyria, chronic hepatitis e Pe 
disease. In these conditions, the patient is prodi lupe: 
ing abnormal metabolites. | a 

Another condition which comes to my mind, 3 
similarly, is intestinal dys-bacteria. It is very 
questionable in this case, but I do propose to "t 
this forth. Some patients get photosensitivi 5 
following chronic intestinal disorders of long ; 
duration. ATA 

Two other conditions which I have had c | 
sion to note are tubercular disease and carcinot os, 
in the background, E 3 

| think, therefore, when we see a clinical prob- 
lem like this, which is localized on the exposed 
areas and of a bullous type, it is necessary the t 
we investigate it thoroughly from these five or si | 
differential diagnostic points of view, which cot ul S ; | 


$ 


be responsible for light sensitivity. A A 

CHAIRMAN ConMriA: In India, are you im 
the antimalarials for control of light-sensitivit it} 
eruptions ? 


Dr. Desar: We find the best are amodiaquin - 
(Camoquin) and chloroquine. However, it pé 
essential to rectify other underlying factors | al e. 
luded to by me. De 


Dr. MILLER: I think Wes light sensitivity is re 
sponsible for this eruption, but I agree at 
porphyria could be present. IM 

Dr. Cormia: I agree with the diagnosis of 
light-sensitive dermatosis, and I think the p 
sistence of the eruption at this time of th 
year is not uncommon. Recently, I saw an er rup- 
tion of this type potentiated by chlorpromz zit e: 
(Thorazine) and prochlorperazine  (Compazine) 

Dr. BARKER: In view of the history of i 
alcohol intake, I should suggest large done 


ascorbic acid (vitamin C) and cyanocobalan 


hi 
(Biz). 2 Ns E 
€ 


Dg. Sacus: I would TM a agio: «d ^ 
bullous or vesicular lesion. This might give a 2 
clue as to possible malignancy. ! +. m. 

Dr. Torre: I agree with those who think. his S 


is porphyria cutanea tarda, but I do not m 
pellagra has been ruled out. Because the patient — 
is an alcoholic, I also suggest vitamin B therapy. - 

Dr. Netson: I should like to stress that i£ 
this is a case of hepatic porphyria, the excretion il ; 
of porphyrins in the urine may be quite inter- A R 
mittent. Repeated tests will have to be done. E. 
my experience, vitamin B treatment of y 
porphyria cutanea tarda has been disappointing. s 
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E Dr. CosrELLo: I think this patient has porphyria 
- cutanea tarda because of the location of the 
a eruption on the exposed parts of the body; a 
E . history of easy bruising; the epidermolysis 
- bullosa-like tendency ; alcoholism, and the observa- 


` tion of brown-colored urine. 


E . Dr. Domonxos: If porphyria cannot be demon- 
a _ strated on repeated examinations, particularly dur- 
“ing exacerbations, then I would consider a 
_ polymorphous sunlight eruption, since these lesions 
D are mostly on exposed areas. 


E -. Dm, Canizares: I think the most likely diag- 
| . nosis is porphyria cutanea tarda. 


- Dr. Tmaus (Closing): I appreciate the dis- 
Be sion The unusual features of this case are 
EU the eruption began at the age of 48 and 
— recurs in the winter and summer in spite of 
A avoidance of sunlight; the intense pruritis; and 
AM - the continuance of exacerbations after liver, 
__ testosterone, and steroid therapy. 


| - Diagnosis: Cheilitis Exfoliativa and Ballanitis 

D a (Traumatic). Presented by LesLie P. BARKER, 

B MD 

| E . Patient: White man, aged 36 years. 

Ex Duration: Redness and scaling of 

ES four-five years; inflammation of the glans penis 

Ss one year. 

... History: For the past four years has had red- 

E cu and scaling with crusting of the lips, par- 
nearly the upper lip. No known cause. Has had 

_ various local medications without relief. 


. About one year ago, developed a fissure on the 
—— corona of the penis followed by a dermatitis of 
the proximal half of the glans. Since that time 
^ the dermatitis has come and gone. Is worse after 
E sexual exposure. 
Examination: When first seen in January, 1959, 
; Bue upper lip was bright red and the vermilion 
__ border was thickly crusted. The lower lip was 
4 . less extensively involved. " 
E When the patient mentioned the penile lesion 
in May, 1959, the glans presented a patchy der- 
.— matitis with depigmented areas on the proximal 
.. two-thirds. 
—— Treatment: Lips: Five fractional treatments of 
= x-radiation and steroid ointment locally. 

— . Penis: Three fractional x-ray treatments and 
p. . steroid ointment locally. 

ig 3 Since’ September, 1959, has been taking vitamin 
- E, 300 mg. daily. 

| 2 = Has taken no drugs for the past year. 
= Progress: There has been a tremendous im- 
<- provement in both lesions. The lips are less red 
"^ and have very little crusting. The penile lesion 
remains. well so long as he uses the steroid 
— ointment. 
—  . Dm Mue: I suppose the term, 
» foliativa," could apply to this case, but it is not 
|... 194/140 
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typical In that disease, the lips are drier and 
more scaly. The penile lesions are now healed. 
Dr. TrAus: I believe that the cheilitis is a 
simple cheilitis because of the absence of dilated 
pore openings and tenacious crusts on the lip. 
The penile lesions had healed, leaving some atrophy 


and hyperpigmentation. They may have been 
traumatic. 
Dr. Desar: The penile lesion would suggest a 


burned-out lichen planus. 

Dr. CrrotLARgo: The penile lesion could be the 
result of psoriasis. I should also suggest a diag- 
nosis of psoriasis of the lips. 

Dr. Sacus: Was there an erythematous, scaly 
eruption on the penis proximal to the glans? If 
there was, it could not be lichen planus. 

Dr. BARKER: The eruption has extended off - 
the glans. 

Dr. Torre: I thought this was the so-called 
"lp-licking" cheilitis. The penile lesions looked 
like burned-out lichen planus. I cannot relate the 
two conditions. 

Dr. Netson: I should like to be certain that 
this patient is not taking some sort of medica- 
tion. 

Dr. CosrELLo: The mouth lesions and the penile 
lesions have not run parallel courses. I should 
think that the glans penis lesions could very well 
be burned-out lichen planus. I think one of us 
asked whether he had been using toothpaste. 

Dr. BARKER: For the past nine months, he has 
cleaned his teeth with salt and bicarbonate of soda 
dissolved in water. 

Dr. CosrELLo: He may be a lip-biter. This 
does not look anything like the ordinary type of 
cheilitis exfoliativa. 

Dr: Domonxkos: I believe he has traumatic 
cheilitis. He is asthmatic and very likely a mouth- 
breather, and he admitted to wetting his lips 
because of the dryness. The possibility of a drug, 
although he denies taking Tedral for nine months, 
still should be considered. Tedral contains pheno- 
barbital. 

Dr. CANIZARES: I think the two conditions are 
not related. The condition on the penis is possi- 
bly a lichen planus, and the lips traumatic. 

Dr. Prats, Santiago, Chile: I think that it is 
possibly a lichen planus affected both sites. 

Dr. AwpREWS: I am inclined to agree with 
Dr. Prats. Cheilitis exfoliativa often has a psy- 
chosomatic basis. This asthmatic boy apparently 
is emotionally upset. 

I think one should examine his larynx and see 
why his voice is so high pitched, whether he has 
any lesions there, as he has on his penis, that 
is, lichen sclerosis atrophicus or other lesion 
which might cause his voice to be high pitched. 

Dr. ConMiA: I agree that this type of cheilitis 
is very often associated with psychosomatic dis- 
orders, but trauma must also be considered. 
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Dr. Barker (Closing) : When I first saw this 
patient, the vermilion border of the lips, particu- 
larly the upper, was thickly crusted and the im- 
mediate surrounding skin was erythematous. 
When the penile lesion is active, the glans is 
bright red, oozing, and crusted. At no time have 


any lesions been present that suggest lichen planus. 


He has taken no drugs for the past eight months. 
I believe both conditions are traumatic or due to 
contact. He is an emotional boy who bites his 
lips when under emotional strain. The penile le- 
sion becomes acute after sexual exposure. Patch 
tests to lipstick have been negative. The condi- 
tion can be kept under control by the use of 
steroids locally. 

Dr. CosrELLo: Did this man have a biopsy? 

Dr. BARKER: No, he did not. 

Dr. CosrELLo: That would certainly help a few 
things. I imagine it would not occur only on the 


_penis—lichen planus and psoriasis, contact derma- 


titis, and so on. 
Dr. BARKER: At the present time, I would not 
know where to take a specimen.’ 


Case for Diagnosis: Dermatitis Herpetiformis? 


Presented by ORLANDO Canizares, M.D. 
Physical history: Male, aged 32. The patient 


' was in good health until seven years ago when he 


had a series of boils. This cleared up and about 
one and a half years ago, he started developing 
lesions, some of which became furuncles. 


The patient states that all laboratory tests (in- 
cluding y-globulins) were negative both in blood 
and urine. The organism found was Staphylococcus 
pyogenes var. aureus. The patient was prescribed 
antivaccines and different antibiotics, vitamin A, 
etc. The lesions once responded to neo- 
arsphenamine. 

Present illness: There is an eruption involving 
the chest, abdomen, back, and anus, The first 
lesion started as a small erythematous mole with 
prurigonosis. It became gradually a pustule and in 
some lesions a large degree of infiltration de- 


_veloped. The lesions are extremely painful. 


The scalp, face, hands, and feet are free of 
lesions. 


Dr. ANpREWS: I do not know whether this is 
folliculitis and pyoderma. I saw no reason to 
think that it was a dermatitis herpetiformis. It 
seems to be largely about the lower trunk, and 
I would consider it probably insect bites, with 
secondary Staphylococcus infection. 

Dr. CormiA: Dr. Andrews, do you think that 
focal infection plays any role in the persistence 
of these cutaneous infections? 

Dr. ANDREWS: I think it is more lack of re- 
sistance or immunity to Staphylococci, and the 
antibiotics do not have much effect. In this par- 
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ticular case, one should look for tinea c eo 
It could be the cause of the persistent pustules 
folliculitis around that area. 

Dr. ConMrA: I was struck by the NE " 
of this eruption to straw-mattress itch. How- ` 
ever, the outbreaks have occurred in various parts — 
of the world, and there is no possibility of con- 
tacts with straw. Furthermore, the present attack - 
developed in New York. My impression is that - 
the process is a Staphylococcus infection. It might | 
be worth while to test this organism and EC 
just what antibiotics might be effective. E. 

Dr. Barker: The eruption is localized to the | 
area of skin covered by his shorts. I think they. x 
have produced a folliculitis and pyoderma. e 

Dr. MILLER: I agree that this is a peculiar | d 
type of pustular infection. I have one patient 
who has been thoroughly studied on many occa- - 
sions. He always had a Staphylococcus aureus, — 
hemolytic type. We have made autogenous vac- 
cines for him. When injecting this vaccine, even 
0.1 cc. in two weeks’ time, he will develop 
abscess at the site of the injection. Culture from 
the abscess shows hemolytic Staphylococcus 
aureus. We have repeatedly tested our vaccine - 
for sterility and have had new vaccine made, As ~ 
long as he has the reaction, he will not develop, f 4 7 
furuncles. Antibiotics will clear the furuncles — | 
only temporarily. ^ 

Dr. Traus: This patient has a very snc 
textured skin and is very fair generally. It is "as 
possible that, around some of the fine lanugo hair - b 
follicles, he is susceptible to this type of infec- 
ton. I, too, thought he had insect bites. Wherevesial 
there is pressure from the shorts, there is ang oe 
parently a tendency toward lesions. 

Dr. Desar: I think he has a deep-seated papular 
folliculitis, and some of the lesions are break- 
ing up into pustules and others are not but re- g 
main indurated. Besides, he has a seborrheic oily | 
skin and acne on the face and back. I think that - 
he has a chronic deep acne lesion. Due to fie 
tion, the lesions are localized on the areas of — 
the undergarments. He gives a history of its E 
coming in crops and then disappearing again, It | E. 
seems to be more like infective acne lesions than _ 
of any other nature. E l 

We do see certain unusual locations of acne- ~ 
like lesions in the tropics and particularly in EC 
white-skinned people. I have seen cases located ~ 
entirely and only on.the back in patients with an — — 
acne background. Lesions are more frequently 
on the back than on the face, and this I attribute 
to the fact that these patients usually sleep on 
the back. Secondly, there is less evaporation of | 
perspiration under the above condition, and perspi- ^ 
ration is one factor which contributes to the - 
severity of lesions in the tropics. If the patient 
is constantly on his back during sleep, he is more _ 
likely to get localization of lesions on the back. a 
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a far as treatment is concerned, many of our 
chronic patients are resistant to the antibiotics. 
~ . ] had occasion to investigate several of the cases 
| E Y -with bacterial-sensitivity tests and found that most 
of the time Staphylococcus aureus recovered from 
` D. BS fésions is resistant to the usual antibiotics. It is 
still sensitive to chloramphenicol, so we use 
chloramphenicol in preference to the other anti- 
rime . biotics. 
Sy E Dr. ConMiA: You use that systemically rather 
— than locally? 
y a Dr. Desar: Yes. 
Dn. Sacus: A patient of mine, a truck driver, 
- has had a similar generalized eruption that has 
E ‘recurred three times during hot weather. I have 
: A ‘considered the eruption due to perspiration and 
7t secondary infection. Antibiotics give only tem- 
vd . 
as porary improvement. Local treatment has been 
E" no avail. 
Dx Torre: I agree that this is a chronic fol- 
E liculitis. This case, as in many of this type, 
shows more lesions in the untanned areas. I 
- think it can be helped by weekly or twice-weekly 
A A sun lamp treatments, as well as other treatments. 
E The long-acting sulfas seem as effective as the 
^ more expensive antibiotics. 
- L Dx CORMIA : 
--. gerous ? 
Dr. Torre: No. 
-^ DR. Netson: The patient was presented for 
diagnosis, with a question of dermatitis herpeti- 
= formis. I do not think he has dermatitis 
herpetiformis. He also does not have furunculosis, 
ON the usual sense of the term. If one looks at 
he lesions, one sees that they are originally 
reddish macules. On close inspection, some of 
-them are surmounted by vesicles, which then be- 
ome pustular. Under these circumstances, one 
naturally thinks of insect bites. 
-— Since these lesions are pruritic, the patient 
deem and it may very well be that he is 
ino dinately susceptible to Staphylococci. If this 
| true, one may give him antibiotics of various 
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5 ris and obtain a certain amount of clinical 
ET. 

benefit. However, the Staphylococcus must be 
. eq ming from some place, and in the majority of 


ast these persons, the microorganism is harbored in 
the nose. 

D In the treatment of these patients, you must 

- teach them strict nasal hygiene. Moreover, the 

MS evidence is that one can use a preparation such 

as neomycin-polymyxin-bacitracin ointment in the 

mares to decrease effectively or eliminate the nasal 

 -— of Staphylococci. In this country, we 

— have not found many Staphylococci to be re- 

EU sistant to neomycin. Having thus treated this 

P nidus, one must also teach the patient skin hygiene. 

— This should certainly include protective clothing, 

5 . changed daily, and the use of hexachlorophene 


3 int Soaps. 
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Dr. Cormia: Another factor in these chronic 
recurrent pyodermas is the possibility of reinfec- 
tion from other members of the family. 

Dr. CosrELLo: I suggest the diagnosis of Bock- 
hart impetigo. If you know the history of the 
natural course of that disease, it begins with a 
vesicle. That vesicle becomes a pustule, and then 
it develops a delicate halo of erythema. It is 
extremely resistant to all forms of therapy. It may 
persist for weeks, months, and years. The only 
way to control it is not only to give tħe anti- 
biotics internally but to apply them externally—and 
not necessarily the antibiotics, but quinolone com- 
pound, applied in diluted form to the involved 
areas, combined with internal antibiotics or even 
without internal antibiotics, will cure it. There 
is no better or more effective treatment that I 
know of for folliculitis of the nasal vestibule than 
the application of quinolone ointment at night 
before the patient retires. 

Dr. Frederick Novy observed that. many of our 
military men with facial acne developed similar 
lesions on the back when they went to the 
Pacific. In a discussion of his paper at the Ameri- 
can Dermatological Association meeting, Dr. Mac- 
Kenna of London indicated this was due to an 
increase of androgen secretion in the tropics. 

Dr. Netson: Does androgen secretion increase 
in the tropics ? 


Dr. CosrELLo: I am only quoting Dr. Mac- 
Kenna. 
Dr. Traus: According to the Squibb people, 


quinolone ointment has been discontinued. 

Dr. CosrELLOo: It was discontinued because, in 
one of the steps of the formation of this oint- 
ment, there is a potential explosive possibility. 

Dr. TRAUB: Mr. Chairman, before the pre- 
senter closes, | should like to get a comment on 
this point. I have noticed, in most people with 
these chronic, low-grade recurrent pustular in- 
fections, there is often a great emotional factor. 
I wonder whether that is coincidence or whether 
it really plays a role. I have never been able 
to believe emotional factors promote or enhance 
infection, but I have noticed it in some of these 
chronic cases. 

Dr. Cormta: Dr. Hinkle at Cornell worked 
on the problem of furnuculosis, and he came 
tentatively to the conclusion that emotional stress 
would bring on attacks of furunculosis. 

Dr. Domonkos: Evidently, emotional stress 
does have some effect upon acne. Whether it is 
the lack of rest, the lowering of resistance to 
infection, the emotions are certainly very potent 
factors. 

Dr. Prats: The main feature in this case 
would be to investigate the possible cause of this 
chronicity of the condition, and, on the basis of 
alterations of the y-globulin or hypoglycemia, come 
to some conclusion. 


= 


- 

D -~ 

vv ` 
~ 






Eu * 


ES 


t 


A S d kr f E T Ses » dio. T 


Wes SOC CIETY woah an i bi 3 TA 


Dr. Canizares (Closing): I thank you very 
much for the discussion. This case, which I saw 
only about an hour before I came here, I thought 
interesting enough to present. The history given 
was that he had a thorough workup with all the 
bacteriological studies for sensitivity to antibi- 
otics. The only time he improved was when he 
had neoarsphenamine. That happend about three 
or four months ago. He was clear until he 
came to the States on business, when another crop 
of lesions appeared. 


Of course, the obvious diagnosis is some form 
of folliculitis and pyoderma. -The possibility of 
dermatitis herpetiformis arose because I presented 
a case to this Society in which there was also a 
history of folliculitis, with lesions cropping up here 
and there, and, when a biopsy was performed, Dr. 
Sachs confirmed the diagnosis of dermatitis 
herpetiformis. When specific therapy was given, 
he completely cleared, after 25 years of suffering. 


The question that Dr. Nelson raised, about 
prurigo, is another possibility. He has lowered 
sensitivity to bacteria, but the lesions do not seem 
to me to be the bacterial type. There is a little 
scaling, a little itching, and then the process gets 
secondarily infected. 


The possibility of infection alone also came to 
mind, but the fact that there are changes of 
environment, and the distribution and severity of 
the lesions, seemed to rule that out. I did not ask 
him about other members of the family. It might 
be a factor. 


I shall certainly take into consideration the sug- 
gestions that were made by Dr. Nelson about the 
treatment of the nose and the local treatment. I 
do not see any ise of its being impetigo 
Bockhart. 

By the way, the Squibb Company is making a 
new quinolone, which apparently bypasses the ex- 
plosive stage. 


Diagnosis: Erythema Nodosum-like Eruption, 
Cause Undetermined. Presented by Cart T. 
Netson, M.D. 


Patient: White man, aged 29 years. 

From: Presbyterian Hospital. 

History: The patient was born in Colombia and 
migrated to the U.S.A. 18 months ago. He was 
first seen by his L.M.D. in April, 1959, because of 


‘an erythematous, nodose-like eruption on the lower 


extremities, recurrent tonsillitis, and urinary tract 
infection. A diagnosis of erythema nodosum, 
secondary to recurrent streptococcic tonsillitis and 
urinary tract infection, was made. He was treated 
with penicillin and Mandelamine with benefit for 
the urinary infection. Temporarily, the tonsillitis 
improved but the skin lesions became worse and 
did not improve until corticosteroid therapy was 
started. 
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Since then, the patient has noted i 
fatigue, malaise, and weight loss. Occasion ,he 
has been febrile. ^ E 

Examination: There are erythematous, violaceot at 
slightly tender nodules and plaques on the anterior | 
thighs, forearms, and lower legs. Indurated, con 
fluent plaques, violaceous in color, are found : on 
the thighs and calves. There is no ulceration of © 
the lesions. Except for enlarged, cryptic tonsils and | | 
low-grade fever to 100 F, the physical E 
is otherwise not remarkable. 

Laboratory: WBC—21,400 with a few metamye- 
locytes; ESR—78 to 110 mm.; STS—variably 
positive; TPI— negative. Albumiin eS 2/37 
gm. 96; cephalin flocculation and thymol turbidity— 
3 plus. Antistreptolysin titer—125. LE prepara- - 
tions—negative. Throat cultures consistently nega- - 
tive for Streptococci. Old tuberculin—strongly - 
positive 1:1,000. Fungal skin tests; Kveim test; 
stool examinations; bone marrow; repeated bloc i 
cultures; x-ray surveys are all normal. i 

Bion? PH  ASII27, histologic examinatio ny 4 
of skin and subcutaneous tissue of involved area — 
above left knee was reported by the genera al ; 
pathologists as panniculitis, type undertermined. 

Review of these sections by Dr. Steiglede E 
showed a dense infiltration of epithelioid cells, 
lymphocytes, and histiocytes around the hair fol- 
licles. This resembles Hodgkin’s disease or sare a = 
in some areas. Elsewhere infiltration of lympho- 7 
cytes and histiocytes is found around eccrine s 
glands and nerve bundles. In the subcutis, jobul 
of adipose tissue have been replaced by histiocytes, 
plasma cells, and lymphocytes. E 

The histologic picture is not that of a be alg 
panniculitis because of the peculiar granuloma in ^ 
the corium. The differential diagnosis to be S 
sidered might be an E. nodosum-like eruption - a 
leprosy, sarcoidosis, or Hodgkin’s disease. : 
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Discussion E 

Dr. Barker: The erythematous, hard, | deep a ) 
nodules and plaques are clinically typical of. & 
panniculitis. Infections are often the cause of this - 
type of lesion and leprosy could be the cause in 
this patient. Ee 
Dr. MirrEn: I agree that the clinical lesion seems — 
to be a panniculitis, but it is probably not a nodular 
nonsuppurative panniculitis, because the man is no 
running high temperatures. Another thing against : 
that diagnosis is the fact that there is no evidence IA 
of atrophy under the lesions. Most cases of nodula E 
nonsuppurative panniculitis will show some atrophy ^ - 
at sites of former lesions. Whether this is a3 
panniculitis on a leprosy background is interesting. e. 
Dr. TRAun: Clinically, we see what appears to 
be panniculitis. There are some clinical features 8 
that are suggestive of leprosy, and certainly the. a 


ulnar nerves are enlarged. 
FIM 
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= Dr. Desar: I do not think it is leprosy. In the 
first place, I do not think that the ulnar nerves are 
SS enlarged. One is probably palpating a tendonous 
-~ attachment here. If it is an ulnar enlargement, you 
— must find it in the ulnar groove and not only above 
E it. If it is leprosy, the question is, what type? 
» It is certainly not the nodular form of lepromatous 
p deprosy, because the lesions are asymmetrical, and 
there is no symmetrical involvement of the face. 
a It could be a reacting type of tuberculoid leprosy. 
E The reactions in leprosy could be of two types: 
~ the specific and nonspecific. The specific types are 
~ the Lepra reaction and the tuberculoid reaction, in 
| which case you always find other typical lesions 
| E belonging to these tvpes of leprosy and very much 
=~ exacerbated. These are no typical lesions of 
y" - tuberculoid leprosy. The other type of reaction is 
X — the nonspecific type, like the “rose-spot” and 
E erythema nodosum-like reactions which are de- 
E scribed. They are also associated with some 
— classical clinical lesions of leprosy. 
E 'Therefore, I do not think that this is leprosy. 
= I did not have the opportunity to go over the 
- "glide very carefully, but I can say the picture is not 
— typical of either type of leprosy. The reaction 1s 
E much too deep. It is much more in the fatty 
- layers and also just above that. I think it is a 
— case of what one would like to call (and I think 
the French have described it very effectively) 
ut allergic hypodermatitis. 
P — This, I think, is a picture of reactions to many 
E different types of allergic agents, which occurs on 
. an immuno-biological basis for a variable time, 
E ba efore the clear picture of the underlying disease 
- is obvious. The findings of 21,400 leukocytes and 
the high ESR, and also the altered albumin- 
= globulin ratio, certainly suggest some infective 
etiology behind it. 
- Dr. Sacus: What Dr. Desai just said, and the 
ac - French diagnosis that he gave, are what we in this 
: p country call dermatitis nodularis necrotisans. This 
— is certainly not that disease. 
T Next, as to the erythema nodosum reaction, any 
BE reaction of the deep dermis can be considered 
erythema nodosum but that is not the disease, 
—. erythema nodosum. By the same method of reason- 
E _ ing, any reaction in the fat is a panniculitis. You 
is E certainly have a panniculitis here. But this is not 
H panniculitis. In this, there is no 
























ES. the disease, 

c BE ihoni. There are definitely giant cells, and an 
P occasional tubercle-like structure, not that of sar- 
-= coid, and not that of tuberculosis. I should not be 
F surprised if you found a lepra bacillus in these 

tubercles. 

E 5 Dr. Torre: Until we find the lepra bacillus, we 
x cannot call it leprosy. We have to call it a vasculi- 

d tis or a panniculitis of unknown cause, I should 

even look for a collagen disease in this case. 

- DR. CosrELLo: I do not think he has leprosy. I 

E . think he has one of the panniculitides. I think 
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them are suppurative. 


there is a ae IY in this case between his in- 
fected tonsils, the flareup of the lesions, and what 
he describes as fever. I think that if you rid him 
of this focus, you would rid him of his panniculitis. 

Dr. Canizares: The clinical lesions are more 
than ordinary erythema nodosum. There are some 
plaques, which are painful, but they are not 
localized nodules. On this brief examination, it is 
very difficult to determine if there are any areas 
of anesthesia, but I think that should be con- 
sidered. On the basis of the clinical picture and 
the suspicious enlargement of the ulnar nerve, 
which appears and disappears on subsequent ex- 
aminations, I think a definite diagnosis of leprosy 
can be made. 

Dr. Prats: I am more inclined, on clinical 
examination, to the diagnosis of a panniculitis 
rather than erythema nodosum. 

Dr. ANDREWS: I see no evidence of leprosy in 
this patient. I think, if the lesions on the legs 
had anything to do with leprosy, the hair would 
have fallen out. He has panniculitis and. chronic 
tonsilitis, very severe. I think the two are linked 
together. I have the same impression that the in- 
ternist originally had and which the biopsy report 
confirmed. 

Dr. CogMrA: I should consider the possibility 
of panniculitis. Certainly, a good number start 
with an infection, and this man has both clinical 
and laboratory evidence of an infection. The 
presenting syndrome is unusual for panniculitis. 
Leprosy, sarcoid, or possibly some other form of 
infectious granuloma cannot be eliminated, but 
panniculitis is probably the first consideration. 

The term, nonfebrile, nonsuppurative panniculitis, 
is certainly not justifiable for this disease, because 
some of them definitely. are febrile and some of 
Furthermore, if one ex- 
amines early lesions, little collections of leukocytes 
can be identified around the deep blood vessels. I 
agree with the diagnosis of panniculitis, probably 
on the basis of infection, and I would support re- 
moval of the tonsils. 

Dr. Netson (closing): I think that we at 
Presbyterian Hospital went through much the 
same mental gyrations as the various discussants 
have this evening. The case is presented as an 
erythema nodosum-like eruption, cause undeter- 
mined, with the understanding that erythema 
nodosum is basically a type of panniculitis. This 
was the diagnosis of the general pathologist. 

It was only on reexamination of the slides that 
we saw the changes that make Dr. Sachs and 
Dr. Steigleder suspicious that this is not an 
ordinary type of panniculitis and that it may be the 
nodose panniculitis of leprosy. 

We regularly look for focal microbial infection 
in cases such as this. Possibly, the recurrent 
tonsillitis did trigger the nodosum-like response, 
and it may be that tonsillectomy will be very 
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beneficial to this man. However, we have not been 
able to prove that he has a streptococcic tonsillitis. 
We cannot recover the organism, nor can we 
demonstrate any rise in the antistreptolysin titer. 

As Dr. Desai has pointed out, if this is leprosy, 
how would one classify it? Would we need to 
assume that this man had been in a constant lepra 
reaction since last April? If this were the erythema 
nodosum-like response of a prolonged lepra reac- 
tion, one would expect to find undoubted lesions of 
the disease elsewhere. However, nodular leprom- 
atous panniculitis is commonly confused with the 
lepra reaction. 

We do not think that this man has sarcoidosis. 
That was one of the first things we looked for. 

Whatever one may think of its specificity and 
sensitivity, this man's Kveim test is totally nega- 


NEW YORK DERMATOLOGICAL SOCIETY 
Jan. 26, 1960 


Diagnosis: Ocular Reaction to Antimalarial 
Drugs. Presented by Grorce M. Lewis, M.D. 


History: A white married woman, aged 51 years, 
first developed discoid lupus erythematosus 20 
years ago. There was no historv of severe sun- 
burn. She does not heavily expose her skin to 
sunlight. Previous treatment consisted of injec- 


tions of bismuth and of gold. 


When first observed on March 20, 1959, there 
was a bright red, scaly, and atrophic eruption over 
the nose and inner cheeks. The mucous membrane 
of the nose was also extensively involved. The 
features were typical for lupus erythematosus of 
the discoid tvpe. This diagnosis had been con- 


firmed by biopsy two months before. She was 


taking a diuretic for the treatment of vertigo. 
Chloroquine was prescribed and an average of 
two tablets daily were taken for two months. She 
experienced dizziness at first but later this symp- 
tom disappeared. On May 26, amodiaquin (Camo- 
quin) was prescribed and two tablets daily were 
taken for four months. She had a gastrointestinal 
upset when she mistakenly took the drug before 
meals. With food in her stomach there was no 
difficulty. On Sept. 23, there was clinical cure 
so the drug was reduced to one tablet daily. 
However, on Oct. 21, a recurrence on the tip of 
the nose and right cheek occurred, so she returned 
to two tablets daily. At this time she reported 
being under investigation by her family physician 
and a neurologist for a nervous disorder. When 
observed on Nov. 18, there was good response in 
her skin with little evidence of active lupus. On 


Submitted for publication Feb. 16, 1960. 









tive. Certainly, the strongest Kveim reactions ^ 
sarcoidosis are seen in those that have a nodosur 
like reaction. =a 

As has already been pointed out, this patient re- P | 
quires a thorough-going neurologic examination foci Y 
possible anesthetic areas in the skin. He also needs — 


another biopsy, with assiduous search for lepra) 
bacilli. m 
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Addendum by Dr. Nelson — 


Additional sections of the original biopsy speci 
men showed acid-fast bacilli and histon iole ». 
changes characteristic of nodular lepromatous S 
panniculitis. (Cf. Wolcott, R. R.: Internat. J- 
Leprosy 15:380, 1947. Also, Pepler, W. J., Koi 3 
R., and Marshall, J.: Internat. J. Leprosy 23: 
1955. ) 


Dec. 4, a telephone call from Dr. James A. Dunes 
can, an ophthalmologist, reported a recent visita D. 
because of decreased reading vision. Both corneae. 
revealed a diffuse haziness with involvement ot j 
the epithelium and subepithelium, The process was — 
more pronounced in the lower corneae. There were a 
many minute white deposits deep in the epithelium, — E 
On Jan. 25, Dr. Duncan reported satisfactory e 
improvement subjectively and objectively. E 


Discussion 


Dr. NeELson: This is the first ocular -— — TH 
to antimalarials that I have seen. Dr. Lewis asked — X 
about the possibility of further treatment with the - Re 
antimalarials in this person. It is my impression . M 
that the patient is doing well enough clinically. — 
I should not be in any great hurry to begin re-  - 
administration. As far as finding out whether or D 
not the Camoquin is actually the cause of the | 
eye lesions, one can do this only by readministra- | EC 
tion of the drug. As in all similar situations, this. 3 22 
can be a hazardous procedure. 

Dr. Domonxos: I agree with Dr, Nelson that S * 
this patient should not receive any further anti- - E. 
malarial drugs. Actually, the condition on the nose — 
is excellent. Outside of cyanocobalamin (vitamin 3 
Biz) therapy, possibly, I should certainly withhold 
any further medication from her. ic 


Dr. Anprews: There is a possibility that E 5 
changes in the cornea may become permanent if _ 

the deposits there are severe enough and if the E 
treatment is prolonged. I have seen diplopia in _ 
many cases and dimness of vision, with epithelial 


deposits in one or two patients. ^H 
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E : . 
i n Dr. ATKINSON: I have never seen this problem 


. before. I should suggest, though, if she gets new 


- 


infiltrative lesions, small injections of hydrocorti- 
2g - sone locally have done most good for patients I 
—- have seen, and it is completely harmless. 


Dr. GRAHAM: I have had no experience with 
4 this reaction to the antimalarials. I am very much 
sere to see it and should like to ask if it 
E ogsually is self-limited and disappears in due course, 

| as this is disappearing. 


Dr. Mitter: I have never seen such a case 
| w E «tore: 
~~ Dg Barker: Ocular disturbances have been re- 


-— ported from the use of the antimalarial drugs. 
E This is the first case I have seen. 

hes -= Dr. Lewis: Dr. Duncan, an ophthalmologist, 
anticipates complete restoration of vision with 
E | absorption of the pigment granules which are at 
- . present in the epithelium of the cornea. It is a 
Es matter of importance whether there is predisposi- 
_ tion for this condition in some patients or whether 
E. dt is a matter of amount of drug that is admin- 
istered. Antimalarials were given here over a 
— period of approximately six and a half months. 
: iW. Her lupus has been a difficult problem, with poor 
EU results from both gold and bismuth. Readministra- 
E tion of an antimalarial drug sometime in the future 
- may have to be considered. The patient has indi- 
a cated that she would be willing to take quinacrine 
| (Atabrine) or one of the other antimalarials at 

5 a later time, if the lupus erythematosus recurs, 


E Case for Diagnosis: Pityriasis Rubra Pilaris; 
: . Lymphoma? Presented by J. Lowry MILLER, 
B MD 
.— History: A man, aged 46 years, was first seen 
ECC | by Dr. Meyer Slatkin on Dec. 21, 1959, com- 
jm A plaining of a moderately pruritic, more or less 
E generalized eruption of two and one-half years’ 
> duration. The eruption first began on the face and 
- hands while he was on a fishing trip. It resembled 
n TE a sunburn, It gradually, spread to involve the 
5 chest and back and finally the entire body. The 
E — patient has applied numerous topic preparations, 
"14 and for two years has taken corticosteroids orally 
^ -. in dosage varying from 50 to 100 cortisone equiva- 
ES lents. He is a hairdresser. 


í re 


E . Examination: This shows a generalized ery- 
| thema and fine scaling of almost the entire body, 
a including the scalp. Hyperkeratosis of the palms 
and soles is present with slight pitting of the 
. . mails. There is no follicular hyperkeratosis of the 
dorsa of the proximal phalanges. The inguinal 

< lymph nodes are enlarged. The serologic tests for 

_ syphilis were negative. A complete blood count 
. was normal. A urinalysis was negative. The 


—— N.P.N. serum proteins, and albumin-globulin ra- 
tio were normal. Examination of the urine for 
= — porphyrins was negative. 
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Biopsy: Sections of a cutaneous lesion show 
acanthosis and hyperkeratosis with some para- 
keratosis. The epithelial ridges are very irregular. 
The pronounced follicular hyperkeratosis of pity- 
riasis rubra pilaris is missing. In the upper corium 
an infiltrate is seen, made up almost exclusively 
of histiocytes and lymphocytes. These cells invade 
the epidermis. They may even form microabsces- 
ses, but the epidermis is artificially damaged, and 
the stain is fading, so that exact definition of the 
cells and their behavior is impossible. An infiltrate 
of the same structure is present around the acini 
of the sweat glands and at the borderline of the 
corium and even the adipose tissue of the sub- 
cutis. A coat-like infiltrate of the same type is 
seen around the blood vessels. 


The findings are not diagnostic. They exclude 
pityriasis rubra pilaris. Although unusual, the 
findings are compatible with a disease of the lym- 
phoma group. 


i 


Discussion 


Dr. Netson: I saw this patient at one of the 
Vanderbilt Clinic conferences. I thought then that 
he had pityriasis rubra pilaris, and I think that 
I probably should abide by that diagnosis. The 
history that these lesions began on the dorsa of 
the fingers following a fishing trip and sun ex- 
posure is in keeping with pityriasis rubra pilaris. 
The palms are also suggestive of this disease, 
even though the clinical picture has been modified 
a bit by corticosteroids. j 


Dr. Domonkos: I agree with the diagnosis of 
pityriasis rubra pilaris. I believe any extensive 
lesion, such as this man has in lymphoblastoma, 
is not in keeping with the three-year history of 
these lesions. He should be a sick man after three 
years of erythroderma due to lymphoblastoma. 


Dr. Torre: Clinically, I could not make up my 
mifd what this was, but if the pathologist leans 
towards lymphoblastoma and feels he can rule 
out pityriasis rubra pilaris, then I should cer- 
tainly be in favor of that diagnosis. 


Dr. CosrELLo: Pityriasis rubra pilaris is a fol- 
liculo-papular disease. The patient’s eruption is 
an entirely different hue, being bright red. There 
are always trapped islands of normal skin, even 
though the patient has had the dermatosis for 
several years. The follicular plugging on the back 
of the phalanges is somewhat suggestive but cer- 
tainly not characteristic in this case. 


In an eruption of such persistence, accompanied 
by severe itching, with increasing pigmentation, 
where the itching is uncontrollable and nothing 
relieves it, I think of Hodgkin's disease. | think 
one can have Hodgkin's disease for a long time be- 
fore it can be proved. Sometimes, I have been 
able to prove it only after a lymph node appeared, 
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and the férhoval and histologic study of that node 
proved the diagnosis. 

Dr. SacHs: Clinically, because of the three- 
year duration of the superficial erythema, with 
the fine grainy scale, the thickened palms, and 
the seborrhea of the sealp, I thought that it was 
probably pityriasis rubra pilaris. I saw the slide, 
and there is a definite deep infiltration as well 
as the superficial infiltration, and a typical psoriasi- 
form epidermis. In the cellular reaction, there was 
nothing to’ suggest a lymphoma or lymphoblas- 
toma. While one could not rule out pityriasis rubra 
pilaris, one cannot make the diagnosis on this 
slide. The reason for it is that there is nowhere 


a follicle in this slide, and I should cut more 


sections of the same specimen to get a few fol- 
licles. If you have a reaction such as you have 
here, around the follicle, I should go along with 
the diagnosis of pityriasis rubra pilaris. I saw 
no evidence of a lymphoblastoma from these slides. 
I want to reiterate that I am not making a diag- 
nosis of pityriasis rubra pilaris on the slides, but 
I do not think anybody can rule it out. I think 
it is neither way, as far as this slide is concerned. 
Cut more sections and see if there is any reaction 
around the follicles, and you can come to a better 
conclusion. 

Dr. CrroLLARo: Did it suggest psoriasis at all 
to vou? 

Dr. Sacus: Yes. It was psoriasiform. But this 
is not psoriasis. The epidermis is psoriasiform. 
I will say that. 


Dr.. CANIZARES: Clinically, the picture does re- 
semble the cases of pityriasis rubra pilaris that 
I have seen. Dr. Costello mentioned that they 
usually have islands of normal skin. You should 
be able to find some papular lesions sometime 
during the course of the disease, but apparently 
they have not been found. Also, the color is dif- 
ferent. They have more of a reddish-salmon color. 
This patient has a rather dark-pigmented appear- 
ance that would go more with the chronic derma- 
titis that sometimes or eventually will develop 
into a lymphoblastoma. I think, from the practical 
standpoint, it would be better to keep that diag- 
nosis in mind, because, once the diagnosis of 
pityriasis rubra pilaris is accepted, nothing further 
will be done, and the patient will be more or less 
in a chronic stage, and later something may de- 
velop that might definitely indicate the nature of 
the condition, 


Dr. Barker: I do not believe contact derma- 
titis has been ruled out in this patient. He is a 


hairdresser and his hands are in contact with 
various chemicals. This does not resemble pityria- 


sis rubra pilaris today. But then he has been 
receiving steroids which could cause involution of 
the lesions in that disease. Steroids should be dis- 
continued for a while and more biopsies made. 






Dg. Sacus: As far as contact dermatitis: FOS, 
I think this could be ruled out, because there ds 
entirely too much reaction in the deep cutis, almost - 
in the fat. I think there is a little misuridérstat 
ing here, There is a terrific reaction, but in th cea 
years I should certainly have expected to find some | 
variation in cells, which I do not see here. Of 
course, I saw the slide only tonight, but, at the 
same time, if they were there, I should get a 
glimpse of some of them, and I see no char 
They are all simple-type cells which, to me, 
speak very much against the diagnosis of bmg 
blastoma. 

Dr. CognMrA: Dr. Sachs, if this patient | , 
contact dermatitis and a secondary R$ o P 
and eventuated into erythroderma, could he not 
then present a picture like this, pathologically? if 

Dr. Sacus: No, he would get the reaction in- 
creased in the upper portion, but it would ne er. 
get down into the deep cutis and fat. Mg 

Dr. Crpottaro: I was very much interested in - 


A 
ta 


this case. Both clinically and histologically, a 
dence to substantiate a diagnosis of pityriasise »: 
rubra pilaris is lacking. This might. be called a 
erythroderma or a "homme rouge," which are 
generally seen following psoriasis or arsenic ther- 
apy, seen more commonly prior to the € 
thirties. I believe this is a lymphoblastoma. ae D 

The more I see of lymphoblastomas, the more y 
I am convinced of the great variety that exist, 
and I think this person does show both histologie | 8 
and clinical evidence of lymphoblastoma. The un- -. 
usual feature of lymphoblastoma here. is the scaly 4 
palms, but I think everything else would fit in 
with the concept of a lymphoblastoma. I cannot = 
tell what type it is, but because of the absence of 3 P 
nodes and because of the universality of the lez | 
sions, this is probably mycosis fungoides. 


There is another feature here. This person .— 
would probably have shown more infiltrative le- 
sions in his skin had he not been on We E. 
therapy. a 

Dr. ConMrA: I think Dr. Cipollaro has pre- p. 
sented a fairly convincing argument as to the T 
probability of a lymphoblastoma. However, T3 M 
should like to ask Dr. Miller whether he has . 
considered, as a therapeutic test, giving this pa- < 
tient massive doses of oleovitamin A ( vitamin Aj am 


Dr. Lewis: After three years, the features of | 
pityriasis rubra pilaris should be more pronounced — 
and typical, if it were that disease. The alternative 
diagnosis of lymphoma is more attractive to me. s 
Three years is not too long for an eruption of | n 
this type to be present and not be sufficiently 


typical either clinically or histologically. I should “hg 
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predict that eventually pruritus will become more E 
prominent and infiltrative lesions develop. P 


Dr. ANpREWS: I feel, as Dr. Lewis does, that E 
we have to hold our diagnosis in abéyarice and | 
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make further studies. Of course, I suppose that 
Eu patient has been away from work for six 
3 . weeks or a month, and there has been no improve- 
. ment. I suppose he has been patch tested to all 
` these things he contacts in the beauty parlor. We 
i R know that hair dyes will cause extensive erup- 
an -tions and vary greatly in their appearance, some- 
E times being on the trunk and hands and not 
- . affecting the face. 
^. Dr Crrottaro: Before Dr. Miller closes, I 
; a should like to add one more word. I asked a 
Ne question as to whether or not Dr. Sachs saw 
E. something resembling psoriasis in this person, and 
E - he said he did. I think that is further corrobora- 
Y tive evidence to support the diagnosis of lympho- 
` . blastoma; because in the early stages of lympho- 
P ‘blastoma, when there is very little infiltration, the 
= psoriasiform picture, histologically, is a frequent 

_ finding. 
Dr. Miter, Closing: I think it is very evident 
“ E ‘that this is a difficult case to diagnose. Two things, 
E apparently, should be done. I think another biopsy 
- A. should be done, and every attempt should be made 
En * to bring this patient off cortisone therapy, to see 
a if, in so doing, he may then develop a more 
typical picture of what is actually his difficulty. 


: — I think this was brought out in one case that 
> we saw at the Medical Center in which a patient 
had leprosy, but it was not obvious to anyone 
= that he had it until he was taken off cortisone, 
Bond then the eruption became gradually very defi- 
. mite. First, it was an idea, and, second, a very 
AE ` definite one, and, third, the diagnosis could be 
M o very easily made. It was very difficult in the begin- 
ning even to think of it. I think that probably 
a would be the correct method of treatment here, 
EK even though the man complained bitterly during 
= the period when he was being taken off. 

2 „Dr. SAcHs: Would you also take him off all 
3 «greases for a few days? 


E Dm Mu: Yes. 


j ay 












É pe Cheilitis Glandularis, Pemphigus? 
Presented by FRANK E. ConMtA, M.D. 


From: New York Hospital and Cornell Medi- 
E E eal Center. 
. History: A 70-year-old white woman developed 
= painful erosions in the mouth 18 months ago. 
Be; - - These persisted for some three months. When 
j — first seen, four months later, the mouth was clear. 
E Subsequently, she complained of burning in the 
throat, chest, and abdomen and was fearful of 
- cancer. Gynecological examination revealed ure- 
— - throcele, retocele, cystocele, ulcers on the labia 
- minora, and urethral caruncle and central erosion 
— of the cervix. X-ray of chest was negative; x-ray 
- of spine showed some hypertrophic changes in 
- the thoracic region; a GI series was negative. 
- Urine analysis and CBC were normal. 
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Six weeks ago she developed right upper ab- 


dominal pain. A tentative diagnosis of cholelithia- - 


sis has been made, and a gallbladder series is 
being done. 

Present illness: Severe cheilitis developed some 
four months ago and has persisted to date. Soaks 
and a local antibiotic regimen resulted in only 
temporary improvement. She still gets occasional 
aphthous-type ulcers. 

Biopsy: Chronic inflammation with preponder- 
ance of lymphocytes. 


Discussion 


Dr. SaAcHs: I saw the patient about three 
months ago, on two occasions, and my diagnosis 
was pemphigus. At that time, she gave me a 
history that she went to Memorial Hospital; she 
had lesions in the pharynx and the back of the 
mouth, there were blisters, and they did a biopsy 
there. We wrote to them and got a report that 
the biopsy showed a pemphigus-like bullous lesion. 

I gave her steroids, but she objected because 
they were too expensive, and she did not return. 
But I did see at the time a small bulla in the 
mouth. 

This biopsy, to me at least, shows pemphigus, 
for this reason: You have subepidermic and intra- 
epidermic bullous lesion, in which the epidermis 


'is separated from the cutis. I think Dr. Atkinson 


and some others saw this. The papillary bodies 
form the base of this bullous lesion. They are 
intact, which does not occur in other diseases 
except epidermolysis bullosa. There is congestion 
of the vessels and a few eosinophils and some 
acantholysis of the epidermic cells. That picture, 
to me, most likely means pemphigus, and I think 
that is probably what she has. 


Dr. CANIzARES: I am more confused than ever. 
This patient had the rather typical, I would say 
classical, lesions of lichen planus on the mucous 
membranes of the mouth. I did not see the bulla. 
I should have to make a diagnosis from what I 
see now, so I would call it lichen planus. With 
what Dr. Sachs said he saw—and I am sure he 
examined her at that time and she probably did 
not have those lesions there—we shall have to 
accept the diagnosis of pemphigus, in that case. 
At the present moment, from these observations, 
it is lichen planus. 


Dr. DoucHerty: I agree with the diagnosis 
of lichen planus, which I did not see last Friday. 


Dr. CrroLLARo: This is another case which is 
difficult to diagnose. My impression is that this 
woman has pemphigus. A Jewish woman of this 
age group, with bullous lesions about the mouth 
of several months’ duration, suggests pemphigus 
to me. Patients whom I have seen with so-called 
essential shrinkage of the conjunctiva have usually 
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been Jewish women in the age group of 60 or 
over. They have had these lesions in the eyes 


for years. 


In most instances, patients with mouth pemphi- 
gus run a very rapid course. However, in some 
cases, the course is slow, as in ocular pemphigus. 
The histology definitely supports the diagnosis of 
pemphigus. I should proceed to treat her with 
steroids. 

Dr. Cormra: How do you account for the 
presence of these lichen planus-like lesions? 

Dr. CrPoLLARO: I do not know. Maybe, bullae 
are going to develop there. There were not any 
lichen planus lesions a few days ago, I believe. 

Dr. Barker: The reticulated whitish-colored 
patches on the mucous surface of the cheeks are 
typical of lichen planus. I think the whitish leu- 
koplakia-like thickening of the vermilion border 
of the lower lip is alse due to lichen planus plus 
trauma. I do not believe pemphigus could pro- 
duce these lesions. If pemphigus is present, then 
the patient must have two diseases. 

The patient should be studied further to see 
if she has vulvar lesions of lichen planus. Also, 
a section should be taken from the margin of 
the erosion and into the thickened part of the 
lower lip to check for malignant degeneration. 

The fact that the patient improved on steroids 
would not rule out lichen planus, as that disease 
also responds to steroid therapy. 

Dr. ConMiA: What would you do with her, 
Dr. Barker? 

Dr. Barker: I should use steroids locally and 
systemically. 

Dr. Miter: I think this is a very interesting 
case, and I agree with those who would say lichen 
planus tonight. However, the lesion on the lip 
worries me somewhat, because I am aíraid that 
lesion. may be developing into an epithelioma. The 
one lesion which I would watch verv carefully 
is that one. 


One case comes to mind that may be of interest 
here. I had a woman for some years who has 
had lichen planus of the mouth and has been un- 
der considerable nervous strain. Her husband was 
very ill. She developed one single pea-sized lesion 
in the vulva. It was eertainly eroded, to say the 
least. I frankly thought it was perhaps a begin- 
ning epithelioma. She had no other evidence of 
lichen planus in the vulva. I performed a biopsy 
and Dr. Machacek diagnosed it as lichen planus, 
without question. And yet I should never have 
diagnosed that single pea-sized lesion as lichen 
planus, although she had lichen planus of the 
mouth for years. 


Dr. Netson: I know how foolhardy it is to 
disagree diagnostically with Dr. Sachs or Dr. 
Cipollaro, but, on the basis of what I saw tonight 
and if I had not heard the extenuating history, 


I am afraid I should have to say that the patted bg 
has lichen planus. Perhaps repeated Tzanck smears - 





of the lip lesion would be useful in this case. + 5 


Dr. Domonkos: I agree with those who say | 


that she has lichen planus, but it cannot be denied - 


that she also has had lesions in the pharynx for. 
which she was hospitalized. She also has had | 


lesions on the vulva with erosions and other le- 3 


sions, We cannot contribute to that diagnosis to- 
day because she has no lesions. 

Dr. AnrL.: Her lip has improved a great deal 
in the past four days, and I think, perhaps, ded 


has stopped biting it. I think there is a large facii m 
M 


tor of self-induced trauma in this lesion. 


reason I made this microscopic diagnosis (kera- 
tosis, 


diagnosis, as Dr. Sachs has pointed out to me, 


". 


E 


Dr. ATKINSON: I should like to say that the — 


^ 


- r 
E 


traumatized)—and it might be a wrong . A 


and I agree—is that all the features of pemphigus - f 


thickened, with as much inflammatory reaction 


- are here. However, when I see an epidermis so- b. 


as I see here, I am going to suggest that a lot  - 


of this is traumatic and ulcerative (secondary ef- ^ .. 
A ss 
like many other diseases, . 


fects), and perhaps, 


pemphigus can be simulated by extraneous fac- 


tors. I see no evidence of pemphigus here, and, . 


in the final analysis, I do not think it is pemphigus, - E 


clinically speaking, and everything combined. 


Dr. ANpREWS: I am very much impressed by y 


the arguments of those who have spoken, and 


A 

> 

E 
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I just do not know what the diagnosis is. I leave | i ; 


it for the rest of you to decide. 


Dr. Torre: I saw this patient about a month ' SE 


ago with a completely different picture. The lip | t: 


was not thickened or crusted. It was very thin — 


and looked as though she had been chewing on 1 | 


it I looked in the mouth at that time, and no. 


lesions of lichen planus were present. She ha: EU 


one aphthous ulcer in the mouth. More biopsy | 


specimens of fresh lesions as they appear ares ag 
indicated. Ne 


Dr. CosrELLO: I think she has lichen planus. a 


I have never seen pemphigus produce a leukoplakia- 
like eruption on the lips. The peculiar thing about — 


pemphigus is that the lesions occur on the lips |: i 


late in the disease, rarely in the beginning. It 
differs from erythema multiform in that regard, - 
because erythema multiforme is predominantly on 


the lips, and early pemphigus is predominantly in. LE 
- T ^ 


the mouth. I think the white lace network-type 


of lesions on the right buccal mucosa can be 


seen in no disease that I know of but lichen 


planus. Leukoplakia is forty times less common - 


in women than in men, and I think it is not that. 
Everything taken into consideration, I should make 
the diagnosis of lichen planus. 


Dr. Sachs said he saw bullae in the mouth. 
You rarely see an intact bulla in the mouth in 


pemphigus, but you frequently see an intact bulla — - 
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$ in lichen planus. I had a dentist patient once in 
= whom the mucous membrane bullae lasted so long 
d po he had to incise them. In pemphigus, one 
| Sees intact bullae on the lips sometimes but rarely 
a4 dn the mouth. 
E Dr. Lewis: Lesions of lichen planus on the 
E inner cheeks are quite evident but perhaps should 
not be stressed too much. From what Dr. Sachs 
^ jentioned and what Dr. Atkinson observed, there 
b? histological evidence of pemphigus and none 
lichen planus. 
De SiLvio. Praca: I have the same doubt con- 
E. ning clinical lichen planus. The histology was 
-clear-cut evidence of pemphigus, as far as I was 
l E concerned. 
— Dg. Cormra, Closing: What we will have to do, 
f Ebriously, is to perform additional studies. We 
^4 (have ordered another biopsy, and we shall follow 
Dr. Nelson’s suggestion. We shall also get a his- 
7 tory from Memorial Hospital. I shall report at 
i later date. 


.. Diagnosis: Erythema Nodosum-Like Eruption, 
. Cause Undetermined. Presented by Cart T. 

P Netson, M.D. 

E E History: See previous account of the proceed- 

ings of the Nov. 24, 1959, meeting, at which this 

patient was presented. 
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Addendum, Jan. 26, 1960 


Bn. —— Since Nov. 24, 1959, the patient has continued 
EU to develop nodose lesions and plaques on the ex- 
= tremities, thighs, and buttocks. Skin scrapings 
$ 4 from the ear lobes have shown acid-fast bacilli. 
^ Additional sections of the original biopsy of the 
thigh, reported as “panniculitis,” show acid-fast 
2 bacilli in the granulomatous structures in the 
a subcutaneous tissue. 
== Physical examination now shows areas of hypo- 
esthesia on the lateral aspects of the lower legs 
- and questionable enlargement of both ulnar nerves. 
Ophthalmological examination shows an interstitial 
keratitis (by slit lamp) which is typical of that 
E seen in leprosy, but the patient has had no ocular 
| symptoms. 
A lepromin test performed on the right fore- 
arm showed no reaction after 30 days. 
CRM Tonsillectomy and adenoidectomy were per- 
| formed on Jan. 20, 1960, without complications. 
= Biopsy reports of these specimens for acid-fast 
- bacilli are not yet available. 
No therapy has yet been started, and the pa- 

tient seems to be in no distress. 

^. Diagnosis: Nodular lepromatous panniculitis. 
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Discussion 


Dr. CANIZARES: When this case was presented 
at the last meċéting, I think I was one of the 
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-in children and in adults. 


few who made the clinical diagnosis of Dr 
I probably had in the back of my mind something 
I had read recently but just could not quote ex- 
actly, my memory not being as good as it used 
to be. But when I went back to the office, T 
looked in my papers of the last few months, and 
I found the reprint of Dr. Ramos de Silva that 
I immediately mailed to Dr. Nelson. 

This is a very unusual type, apparently, in the 
areas where they see a lot of leprosy. They do 
not see it often, and the fact that Dr. Desai did 
not agree with the diagnosis suggests that it is 
very rare. OR 

Dr. DoucHrERTY: I am grateful for having 
seen this patient. I did not even know such an 
entity existed in leprosy. 

Dr. CognMriA: I must confess, as far as I am 
concerned, this is a new entity, although I do 
recall vaguely, while going over some material 


on panniculitis, that granulomatous lesions in tu- 


berculosis and leprosy could give secondary pan- 
niculitis. In this case, however, both elements 
seem to occur together in a very unusual tissue . 
reaction. I, too, am grateful to Dr. Nelson for 
letting us see this patient again. 

Dg. MILLER: I saw the slide with the bacilli in 
it, and they were really present. 


Dr. ANDREWS: After I saw Dr. Nelson's case 
at the last meeting, I went home and looked up 
hvpodermatitis and nodular panniculitis in the 
French and English literature, and I could find 
no mention of leprosy as a cause of it; so what 
vou say about the Spanish literature being the 
main source for this term, nodular panniculitis 
in association with leprosy, is correct. Dr. Cos- 
tello will remember, when we were in Caracas, 
in the Hospital Vargas, Dr. Convit showed us 
many cases of leprosy and leishmaniasis. He 
brought out the point that leishmaniasis might 
also cause a nodular vasculitis or nodular pan- 
niculitis type of eruption which would simulate 
leprosy. 

Dr. CosrELLo: I am very happy to have seen 
the case. I did not think it was leprosy last time, 
and I have benefited by the presentation. 


Dr. Praca: I think I should say a few things 
about leprosy, not only because of Dr. Nelson's 
patient who was presented here, but also because 
of the fact that we have endemic leprosy in many 
areas in our country. Not a week passes by with- 
out our seeing a few cases in our dispensaries 
and charity hospitals in the city. Not only do 
we see the typical cases of the three groups of tu- 
berculid, lepromatous, and noncharacteristic-type 
leprosy, but we also see some of these erythema 
nodosum-like lesions that are really puzzling and 
make for a very difficult diagnosis. We ‘see them 
It has been our policy 
to think of tuberculosis when we see them in 
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children, and to think of leprosy when we see 
them in adults. Of course, we also think of ery- 
thema nodosum of bacterial origin. Those cases 
follow a better course than the lepromatous type, 
but, so far, we cannot really predict if they are 
going to turn into the clear-cut lepromatous type 
or if they are eventually going to clear with 
treatment. One thing we know is that if we start 
with a specific treatment, with sulfonyldianiline 
(DDS), usually they keep giving the same an- 
swer; they keep giving new lesions, new nodules, 
and we usually have to stop the medicine and 
start with some anti-inflammatory drugs. We 
usually use steroids. Then, when we keep them 
under control, if they have a few lesions, we 
start with the DDS again, and we have good 
results. 

Dr. CongnMiA: Dr. Praga, regarding this par- 
ticular case, do you see examples of this so-called 
panniculitis type of lepromatous leprosy? 

Dr. PRAGA: Yes, we do see it. I recall one case 
where I was called into consultation, and the pa- 
tient was using one of the sulfa drugs. The 
question was, was this erythema multiforme re- 
action to sulfa or was it a case of leprosy? We 
based our diagnosis clinically on the fact that in 
some of the lesions, we could find anesthesia. On 
this basis, we had our pathologist confirm the 
diagnosis, showing more or less the typical type 
of infiltrate, with many acid-fast organisms in it. 

Dr. Sacs: All I can say is what Dr. Nelson 
called to my mind; that I made a diagnosis micro- 
scopically last time we saw this patient, of leprosv. 
I felt that if the acid-fast stain were done, or- 
ganisms would be found. I was one of those who 
thought they felt the ulnar nerve, but almost every- 
body was falked out of it by one of our guests. 
I think that was the reason why more of us did 
not entertain the diagnosis of leprosy. But it was 
under the microscope and it was there, last time, 
before the acid-fast stain was made. If I am 
wrong, Dr. Nelson can correct me. 


Dr. Netson: It becomes quite evident from 
reading the literature that recurrent nodular lep- 
romatous panniculitis is better known in South 
America and South Africa than it is in North 
America. I gather that this is a type of reaction 
which is not a bad prognostic sign. It is associ- 
ated with lepromatous leprosy, and most of the 
experts do not feel that it is a contraindication 
to rather rigorous sulfone therapy. 

In contradistinction to erythema nodosum, which 
may occur as part of the lepra reaction, nodular 
lepromatous panniculitis not infrequently breaks 
down. It is called “erythema induratum leprosum” 
in some of the Spanish writings. It may look 
like erythema induratum, sarcoid, polyarteritis 
nodosa, and may even occasionally suggest lym- 
phomatous infiltration. 
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Diagnosis: Bullous Lichen Planus, Tree s: 
Steroids. Presented by LESLIE P. BARKER, ] M.D 
From: Presbyterian Hospital. " j 


History: Colored man, aged 54 years, was. ad- 
mitted to the Dermatology Service, Presbyteri: 
Hospital, on Dec. 3, 1959, at which time he M. 
the following history: Three weeks prior to a a 
mission he developed a pruritic bluish-colore d 
eruption on the anterior abdominal wall whic 
spread to the lower extremities, then to the er 
tire body, within 10 days, sparing only the face 
and scalp. He consulted his local M.D. who pre 
scribed at some time the following internal medi. 
cations: cortisone, dexamethasone (Decadron), 
trimeprazine (Temaril), antihistamines, - codeine, 
and various local medications. There was no im- 
provement in his skin condition, and he came v 
the emergency room at Presbyterian Hospital ig 
Dec. 3. d x | 

On admission, he had a generalized pruritic 
eruption characterized by numerous angular, flat- 
topped papules, and large bluish-colored plaques. - | 
Most of the skin surface except the face v = 
involved. Some of the areas were slightly scaly. . 
Typical Wickham's lines could be demonstrated — 
in the plaques as well as on the individual lesion: ns E 
Angular flat-topped papules were present on the t 
penis and buccal lesions were present. Tenes i 
ture was 101 F. Complete blood count, BUN, ESR, 
chest x-ray, EKG were all normal. Urine exami- © 
nation showed pus with no casts but 1-- albumin, . A 

Course: Patient's temperature returned to normą 
in three days. The eruption on the body became — 
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the body. On the third day of admission he. 
veloped a bulla on the side of the foot. This A 
was followed by many others on the legs a e a 
arms, varying in size from 1 to 6 cm. in diameter, 
Some of the bullae were hemorrhagic. 

On Dec. 24, he was started on prednisone: 
(Meticorten) 20 mg. daily. The general eruption — 
faded very rapidly and the bullae soon subsided. ` S 
On Jan. 7, he was discharged from the hospital on — 5 
5 mg. of Meticorten daily. The eruption mostly — 
faded, all the bullae had healed, and one new aa 
lesion appeared on the leg the day before dis- SaN * 
charge. A 

Since leaving the hospital, he has had oniyi 
an occasional bulla. No steroids for the past five y ; 
days. EU 

Biopsies: Two biopsies taken from the skin 735 
(not a bulla), one from the right forearm, and ed 
one from the skin of the left thigh. E r 

Sections of a cutaneous lesion of the “left a 
thigh” show a relatively thick stratum cornein AA 
in some areas with a basketweave-like arrange- Dp 


25 Rd < 


ment. The stratum granulosum is between two -. 


and three layers thick. The rest of the epidermis — ^ 

is atrophic. Beneath the epidermis, a blister is E. jj 
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~ found, containing some fibrin and a few leuko- 


a x, cytes, mainly eosinophils, histocytes, and melano- 


"ad phages. The upper portion of the corium is covered 
(by an infiltrate consisting of histocytes, eosinophils, 


E E. and many melanophages. Between the cells a very 


SH 
eK 


^ pronounced edema is present. The infiltrate is 


E. limited sharply to the deeper corium. In some 


1 on . areas, a coat-like infiltrate of the same structure 


m is found around the blood vessels and the acini 
- of the eccrine sweat glands. The smaller vessels 


3 è Mare dilated. With the exception of a very few 


small areas, the blister formation is found all 
over the section between the epidermis and the 
_ infiltrate. No acantholysis but a strong intercel- 
Tolar edema is present. 

— Diagnosis: Lichen planus pemphigoides. 
E 


D 
P. Dr Sacs: Dr. Barker showed me the slide, 
and this is a classical bullous lichen planus. The 
only question in my mind is, is this a bullous 
SA lichen planus which was produced by a drug, or is 
dt a bullous lichen planus that was not produced 
by a drug. I believe it was not produced by a 


Discussion 


E: drug because, were it produced by a drug, I 


should expect to find more reaction around the 
BF blood vessels and more wandering connective 


P ssue cells than I see here. The entire process is 


ae 


. under the epidermis, and the reaction is completely 


E the bullous lesion, with very little reaction 


` around the surrounding vessels. Therefore, I think 


= it is a straightforward bullous lichen planus, not 
ox I due to a drug. 


e of Dr. 


Dr. Cormta: I agree that the diagnosis could not 


E. made tonight. I should like to dwell on one 
Barker's comments for. a moment, the 


p statement that the mouth lesions improve or dis- 


| appear with steroid therapy. My experience has not 
- been quite so good. The four or five patients to 


oe i whom I have given rather extensive steroid 


— therapy have shown only some improvement. I 


- have never had complete clearing of mouth lesions. 
Perhaps he will elaborate on this point when he 
- closes. 


Ja 


r 
k^ 

Sha 
< 
E. 


£ 206/ 152 


a 2 
EM 


"-— 


: uu rid ASSET. PA 
ARCHIVES ger IRM 


a 

y 

Af 5 
P 


Dr. Mint I think the one impressive thing is 
how treatment with steroids is really very success- 
ful in bullous lichen planus, in marked contrast 
to our treatment in the past, when I knew of no 
treatment other than time which would influence 
bullous lichen planus. It is remarkable to see this 
case and the rapid response. 

Dr. Netson: I have seen this patient several 
times, and I must confess that he now shows 
nothing of the picture he showed in the hospital, 
in his gaudier stages. He then had large bullae 
which looked for all the world like pemphigus 
or pemphigoid, - i 

Dr. CosrELLo: I agree with the diagnosis as 
presented. Of course, it would be difficult to make 
that diagnosis now. I think steroid therapy is 
good treatment in lichen planus. 

Dm. Torre: I should like to ask Dr. Barker 
the dosage.and duration of steroid therapy. 

Dr. Lewis: My experience in treating ordinary 
lichen planus with chloroquine or one of the other 
antimalarials has been satisfactory. I wondered 
if the results are equally good in bullous lichen 
planus ? 


Dr. Barker, Closing: He received 20 mg. of 
Meticorten daily for 10 days. This dose was then 
gradually reduced. He has had no medication for 
five days. Since steroids were reduced, he has 
had an occasional bulla, mostly in scratch marks. 
He has always had a very marked Nikolsky sign. 
I did not notice today if the mouth lesions had 
disappeared. 


Regarding the improvement of the mouth lesion 
of lichen planus with local and/or internal steroid 
therapy, I can say that they do improve, although 
more slowly than the cutaneous lesions. I have 
no faith in vitamin A lozenges for this therapy. 
In two patients where they were used the patients 
developed numerous dental cavities. The dentist 
said it was due to the sugar in the lozenges com- 


ing in contact with the teeth for prolonged periods. 


Diagnosis: Erythema Nodosum-like Eruption, Cause Un- 
determined. Presented by Dr. Cart T. NELSON. 
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Abstracts from Current Literature A D 


ANTIHISTAMINES IN TREATMENT OF GINGIVAL HYPERPLASIA CAUSED BY DIPHENYLHYDANTOIN. E F: 
H. L. Martin, A. AcNiLAR, H. Mavon, W. W. BARNETT, and F. McNAUGHTON, A.M.A. | —- 


L * Arch, Neurol. 1:513-515 (Nov.) 1959, E 
E Antihistamines were found not to reverse diphenylhydantoin-induced hyperplasia, though 
ag they may temporarily relieve pain, edema, and erythema. MEN 
3 Lazar, Highland Park, I. 

ATAXIA—TELANGIECTASIA. J. L. SMrrH and D. G. Cocan, A.M.A. Arch. Ophth. 62 :364-369 E 
(Sept.) 1959. ^w E 
j Ataxia—telangiectasia is a familial disorder characterized primarily by progressive cerebellar tae 


ataxia with onset in infancy, associated with conjunctival telangiectasia and unusual ocular  . x 
movements. The main features of the syndrome are: progressive cerebellar ataxia with onset | E 
in infancy; symmetrical telangiectasia of the bulbar conjunctiva, usually somewhat later in life; | E 
occasional cutaneous telangiectasia of the face, ears, and other sites; peculiarity of eye move- 5 E 

! ments involving primarily voluntary gaze; susceptibility to frequent sinus and pulmonary in- . 
R fections, and familial incidence, * 


Lazar, Highland Park, Ill. d» : 


T HEREDITARY CHANGES IN SKIN or THE Eyetips. J. M. Levirr, A.M.A, Arch Ophth. 62:506- E 
E. 507 (Sept.) 1959, E 
Epiblepharon (folds of skin running horizontally across the lid) and blepharochalasis 
(bagginess of the upper lids due to atrophy and relaxation of the tissues) are hereditary eyelid 
changes. In the reported case there is eversion of the lower lacrimal puncta and skin changes 
resembling senile atrophy. 
Lazar, Highland Park, Ill. 


ANGIOID STREAKS AND SICKLE-CeELL ANEMIA: A Report or Two Cases. D. Parton, A. M.A. 2 ES ' 
Arch. Ophth. 62:852-858 (Nov.) 1959, e 


Angioid streaks are usually correlated with either pseudoxanthoma elasticum or osteitis : d- 

deformans (Paget's disease). This paper reports two young men with angioid streaks having OM 
no associated systemic disease other than sickle-cell anemia, Angioid streaks represent clinically ED - 

visible breaks in Bruch's membrane; this finding and basophilia of the membrane have been 1 

supported by pathological studies. Fadista elasticum and Paget’s disease (the latter _ 

found in 3% of autopsies on patients over age 39) have been reported as coexisting four * 

times. Angioid streaks have been reported in a small miscellaneous group of conditions, though ES 
pseudoxanthoma elasticum. may have been overlooked, as it has been found in biopsy material A 

from skin appearing clinically normal. TEE 

Lazar, Highland Park, Ill. 


FATAL GRANULOMATOSIS OF THE RESPIRATORY Tract (LETHAL MIDLINE GRANULOMA— — E. 
WEGNER's GRANULOMATOSIS). I. M. Brarr, H. S. SELTZER, P. Rusin, A. C. FURSTENBERG, y 
J. H. MaxwrLL, and W. T. ScHuLL, A.M.A. Arch.  Otolaryng. 70:707-757 (Dec.) 1959. 


This condition is a granulomatous necrotising angiitis primary in the respiratory tract with r 
systemic involvement and invariably fatal. Surgical intervention appears to increase morbidity -R 
and intensify the ulceronecrotic destructive process. Adrenal steroid therapy extends the life; 
antibiotics are invaluable in controlling bacterial invaders, and ionizing irradiation may be Es 
effective. It is suggested that the condition is a hypersensitivity reaction evoked by an 
autoantigen-antibody mechanism. For a fine comprehensive review of this fascinating respira- E. 
tory tract disease, the reader is referred to the original article. l 


Lazar, Highland Park, Ill. 


PRIMARY REPAIR OF DeFects FOLLOWING THE SURGICAL REMOVAL or TUMORS OF THE FACE. 
J. PRESSMAN, W. BERMAN, and M. B. Srmon, A.M.A. Arch. Surg. 79:921-938 (Dec.) 
1959, 

Knowing about the surgeon's approach to tumors of the facial skin and lips is each 
dermatologist's duty. Excellent photographs of the neoplasms, the various steps in surgery, 
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and end-results are presented. Each dermatologist must evaluate for himself whether the 


surgery is too radical for the tumors, particularly the basal-cell epitheliomas. 
Lazar, Highland Park, Ill. 


OcctprrAL DERMAL Sinus: CLINICAL AND RADIOLOGICAL FINDINGS WHEN A COMPLETE 
OcciPITAL DerMAL Sinus Is Assocrarep WITH A DerMoip Cyst. G. F. SMITH and 
D. H. ALTMAN, A.M.A J. Dis. Child. 98:713-719 (Dec.) 1959. 


When a complete occipital dermal sinus and dermoid cyst are present, a high incidence of 
intracranial infection occurs. Staphylococcus aureus is the main source of bacterial infection, 
causing meningitis, cerebellar abscess, and infection of the dermoid cyst. For these reasons the 
diagnosis of the condition should be made before infection occurs. Diagnosis of the sinus tract 
which causes a a bony defect in the occipital bone may be made radiologically. 

Lazar, Highland Park, Hl. 


PREPARATION oF P*®-LaBELED CANDIDA ALBICANS. P. J. Kozinn, J. J. BurcHat, C. L. 
'TAscHDJIAN, H. WIENER, and P. Numeror, A.M.A.J. Dis. Child. 98:765-767 (Dec.) 1959. 


A strain of Candida albicans was labeled with radiophosphate and the radioactivity was 
traced through approximately 120 generations in vitro. The organism did not appear to be 
affected by the radiation and retained its species’ characteristics. Using this technique, tagged 
strains of C. albicans from vaginally infected pregnant mice were transmitted to their new- 
born offspring. l 
Lazar, Highland Park, Ill. 


STAPHYLOCOCCAL INFECTIONS. Mary R. LESTER, Am. J. Nursing 59:1807-1828 (Dec.) 1959. 


Mrs. Lester is chief of the Nursing Section, Epidemiology Branch of the U.S. Public 
Health Service, Communicable Disease Center. She has compiled a most comprehensive 
annotated bibliography on staphylococcal infections, including general information and films; 
listed are specific references about the organism, epidemiology, the'obstetric unit, the operating 
room, the surgical unit, the medical unit, the community, and prevention and control. This 
information should be extremely valuable for all interested in this problem. 

Lazar, Highland Park, Ill. 


„MEASUREMENT OF SKIN. MOISTURE BY POTENTIOMETRIC Merops. J. S. Borwinick, J. Soc. 


Cos. Chem. 10:377-382 (Nov.) 1959. 


The author describes an apparatus devised to measure skin hydration. Measurements on 
10 test subjects were done at the surface, intrakeratin, and intradermal areas. Such an ap- 
paratus will aid in measuring the hydrating powers of topical preparations, as well as the 
moisture content of the skin in various skin disorders. 

Lazar, Highland Park, Ill. 


MONILIAL GRANULOMA WITH HYPOTHYROIDISM: REPORT OF A CASE TREATED WITH AM- 
PHOTERICIN B. C. E. PApAzIAN and R. Kocu, New England J. Med. 262:16-18 Jan: 7) 
1960. 


Monilial granuloma, a rare form of Candida albicans infection, is reported in a 14-year-old 
girl who had this illness for 10 years. Thrush had been diagnosed as early as 10 months of 
age and her severe progressive disease resisted all types of therapy. Finally, intravenous 
amphotericin B resulted in clinical and mycologic cure still present six months after completion 
of therapy. Hypothyroidism and a prolonged glucose tolerance curve were associated findings. 

Lazar, Highland Park, Ill. 


PRIMARY SYPHILIS IN AN ErGHTY-ONE-YEAR-OLD MAN. N. J. Fiumara and H. WHITE, 
New England J. Med. 262:31 (Jan. 7) 1960. 


This case report is to emphasize that any genital lesion must be suspected of being syphilis, 
no respecter of age. 
Lazar, Highland Park, Ill. 


PORPHYRIA CUTANEA TARDA AND Occupation. H. Ippen, Berufsdermatosen 5:256, 1959. 


Based on a study of 168 porphyria cutanea tarda cases reported in the literature, Ippen 
found that 80% of the persons involved had occupations in which they were exposed to 
alcohol, light, and/or lead. Such occupations included bartenders, truck drivers, farmers, and 
painters. Ippen, therefore, includes porphyria cutanea tarda among occupational diseases. 

Monasu, Miami, Fla. 
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irre PEDIS IN A Group or SCHOOL esae M. J. enc ime and E. N. CHAPMAN, Brit. 
J. Dermat. 71:413-421 (Dec.) 1959. 


Now that griseofulvin is with us, a better understanding of fungus diseases is essential 
for good treatment. Marples and Chapman repeated studies done previously. In 387 children 


between the ages of 11 and 15 years, 69.3% were found to have scaling and maceration of one 
or more interdigital spaces of the foot. Pathogenic fungi were demonstrated in 2.5% of those 
with clinically normal skin, in 7.5% of abnormal interspaces, the over-all incidence being 5.9%. 
The presence of pathogenic fungi could not be associated with the swimming habits of the 


child, the type of shoes worn, the reaction of the interspace, the level of personal hygiene, or 


the military service ‘of the father. Coagulase positive staphylococci were isolated from the 
interdigital space in 2.5% of 201 children and in 14.4% of nasal swabs taken from 90 children. 
The authors write, “It is suggested that scaling and maceration appear first, probable as a 
result of hyperhidrosis and that the damaged skin is colonized by a pathogenic fungus. 
Secondary colonization by a pathogenic staphylococcus may be responsible for the iina 
or exacerbation of subjective symptoms.” 


J. Dermat. 71:422-426 (Dec.) 1959. 


Candida albicans was cultured from the affected nail folds in 97% of 34 patients TEA ay 


chyonie paronychia. Because Candida albicans was isolated from 7596 of mouth swabs and 


50% of rectal swabs it is postulated that the mouth and feces provide the yeast reservoir from. 


which the nail fold is infected. Of interest was the high incidence of identical Proteus strains 
both in the nail folds and feces. 
Lazar, Highland Park, Ill. 


IMPETIGO CONTAGIOSA ACQUIRED IN A BACTERIOLOGICAL LABORATORY. H. Scumivr, Brit. J. 


Dermat. 71 :444-445 (Dec.) 1959. 


A laboratory technician developed impetigo contagiosa which appears to implicate staphylo- 
coccus pyogenes var. aureus of Group II and especially phage type 71 as the etiological agent. 
Lazar, Highland Park, Ill. 


TUBEROUS SCLEROSIS ASSOCIATED WITH SPONTANEOUS HYPOGLYCAEMIA. A. GUTMAN and 
M. LerrxowirTz, Brit. M.J. 2:1065-1068 (Nov. 21) 1959. 


A case of tuberous sclerosis associated with a secreting islet-cell adenoma of the pancreas 
is reported. Frequent epileptiform seizures associated with spontaneous hypoglycemia and 
elevated serum insulin activity were found in this patient. Following surgery for the pancreatic 
adenoma, the patient has been free of seizures. One must, therefore, consider a pancreatic tumor 


as an etiological factor in epileptiform seizures in some cases of tuberous sclerosis. 


Lazar, Highland Park, Ill. 


GRISEOFULVIN IN TREATMENT OF INFECTIONS OF SCALP Duk To MicrosporuM CANIS. M. BEARE 
and D. Mackiwzig, Brit. M.J. 2:1137-1140 (Nov. 21) 1959. 


The authors emphasize the absence of griseofulvin toxicity, the effectiveness of the drug, 
and the importance of removing infected debris by washing, scrubbing, and/or shaving. The 
importance of good mycological studies is emphasized once again by the finding of well- 
established infections in the nonfluorescent portions of hair. 

Lazar, Highland Park, Ill. 


GRISEOFULVIN IN TREATMENT OF PERSISTENT FUNGAL INFECTIONS OF THE SKIN. A. J. E. 
Bartow, F. W. Cuatraway, G. K. Harcreaves, and C. J. LaToucue, Brit. M.J. 2:1141 
1143 (Nov. 28) 1959. 


The use of griseofulvin by 34 patients in a dosage of 1-2 gm. daily is reported. It is of 
interest that two cases of candidiasis did not improve nor did they become worse. According 


to the nail growth rates published by LeGros Clark, at least four months must be allowed | 


for fingernail infections to grow out, while well over a year would be required for infection to 
be eliminated from the big toe nail. It is suggested that auxiliary treatment, such as surgical 
removal of nails and the use of topical fungicides offer the best chance of cure. Toxic reactions 
are discussed, but no severe ones occurred, 

Lazar, Highland Park, Ill. 
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GRISEOFULVIN. EDITORIAL, Brit. M.J. 2:1165 (Nov. 28) 1959. 


It is suggested that caution be exercised when griseofulvin is used because animal studies 
showed the drug to be a potential mitotic poison. Depression of the absolute polymorph count 
makes it wise to keep patients under close clinical observation and to watch the blood picture 
during treatment. The not-generally-appreciated fact that "athete's foot" is produced by a 
variety of causes other than the ringworm fungus and the persistence of viable fungus in hairs 
after apparent clinical cure and disappearance of Wood's light fluorescence again emphasizes 
the importance of good mycological studies. 

The indiscriminate use of the drug is deplored by the editorial which emphasized a note of 
caution. (A letter to the editor by Dr. David Williams, who appeared at the Miami Symposium 
on Griseofulvin, believes the drug is eminently safe, certainly more so than expressed in the 
editorial.) 
| Lazar, Highland Park, Ill. 


DRUGS IN THE TREATMENT OF ACNE VuLGARIs. G. B. MircHett-Heces, Brit. M.J. 2:1320- 
1322 (Dec. 5) 1959. 


Another excellent review, the treatment of acne vulgaris, covers the cleansing agents, topical 


applications, antibacterial drugs, hormone therapy, vitamins, sedatives, and vaccines. The author's 


appraisal as a clinician is apparent throughout, as exemplified bv the discussion of antibiotic 
therapy in which he prefers the one capsule daily regimen to the full therapeutic dose. Drugs 
are discussed briefly, and pertinent comments are made as indicated. 

Lazar, Highland Park, Ill. 


UNCOMPLICATED Psoriasis. R. M. B. MAcKenna, Brit. M.J. 2:1244-1247 (Dec. 5) 1959. 


Present day therapy of uncomplicated psoriasis is assessed after preliminary, brief references 
to etiologic considerations. As stated, "treatment is based on observation and the knowledge 
accumulated from clinical experience and experiment." Dr. MacKenna believes severe cases are 
dealt with "too casually," a point discussed under general management. The use of aminopterin, 
arsenic, cyanocobalamine, cystine, thiacetazone, triamcinolone, and radiation therapy are covered. 
Topical therapy, including the Goeckerman regimen, is detailed thoroughly. Though the ma- 
terial presented would be generally known to the dermatologist, reading the original is recom- 
mended and would be profitable. 

Lazar, Highland Park, Ill. 


LYMPHADENOGRAPHY: Its Uses iN HareMaAroLocy. B. MaraAMos, S. D. Mourorouros, and 
A. Sankas, Brit. M.J. 2:1360-1361 (Dec. 19) 1959. 


Lymphadenography with the use of contrast media may aid in the diagnosis of certain 
diseases which affect the lymph nodes. The main use of the method is to help distinguish 
between benign and malignant lymph node diseases. 

Lazar, Highland Park, Ill. 


TUBERCULOSIS OCCURRING DuRING STEROID THERAPY. JOHN MACKINNON, Brit. M.J. 2:1375- 
1378 (Dec. 19) 1959. 

Three more patients under treatment with steroids developed tuberculosis. In two, the 
disease was widely disseminated, and none were suspected of having tuberculosis before treat- 
ment started. There are now, in the literature, descriptions of six patients with disseminated 
lupus erythematosus who developed tuberculosis during steroid therapy. Diagnosis of tubercu- 
losis during steroid therapy may be rendered difficult by the absence of fever, the presence of 
a normal E.S.R., and no loss of weight. 

Lazar, Highland Park, Ill. 


SCLEREMA. R. I. K. Eruior, Proc. Roy. Soc. Med. 52:1018-1021 (Dec.) 1959. 

The author separates sclerema into three separate entities. The first type is subcutaneous fat 
necrosis; the second type is actually preagonal induration; the final type occurs only during cold 
weather and is neonatal cold injury. It was the latter condition which was first called sclerema 


and the use of the alternative names would obviate the confusion. 
Lazar, Highland Park, Ill. 


TINEA NIGRA: A GENERAL Account BASED ON Far EASTERN EXPERIENCE. A. CASTELLANI and 
R. peSitva, Mykosen 1:41-49, 1957, 
An important review of the historic, mycologic, clinic, and therapeutic aspects of Tinea 
nigra. The first observation of such a disease was by Castellani in 1905, Some authors con- 
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sidered Tinea nigra synonymous with Tinea versicolor. Castellani and deSilve state that um 


localized calcinosis. 


Boe 
M differentiation between the two is easy. Tinea versicolor is lighter; the fungus is different, and A s. e 
Fs it cannot be cultivated. Tinea nigra is easily cultivated and experimentally reproduced. Co- 
A author deSilva successfully inoculated himself, Most cases are found in tropical countries. One — x 
t F r ‘ case was recently reported in Florida. 2 
CINES, I The disease responds quickly to formaldehyde, sulphur salicylic ointments, iodine, and » T 
EV Castellani's paint. «23 ESL 
: = Among the differential diagnoses melanoma is not mentioned. A propos, it is interesting to — : 
Ek recall the recent case of a pigmented palmar spot removed surgically as melanoma and found E 
n A to be Tinea nigra (J.4.M..4. 167:312 [May 17] 1958). a 
E: : RoncHeEseE, Providence, R.I. Er. 
X QUANTITATIVE HISTOCHEMISTRY oF HUMAN SKIN. F. B. HersHey, C. Lewis JR., J. MURPHY, Š E 
he and T. Scuirr, J. Histochem. 8:41-49 (Jan.) 1960. . A 
n. The Department of Surgery of Washington University summarizes its experiences with — - E 
the assay of the enzymes lactic dehydrogenase, malic dehydrogenase, aldolase, glucose 6-phos- M 
phate dehydrogenase, and acid phosphatase in ug. quantities of human skin using the exquisitely M x 
fine microtechniques of Lowry. T 
| HASEGAWA, Chicago. Be 
C , EN. 
Saar Locatizep Carcinosis. H. Hauss, Arch. klin. u. exper. Dermat. 209 :435-442, 1959, oA 
S Microscopic examination of a pea-sized white-yellow lesion directly above the right upper 
a eyelid in a 24-year-old farmer showed an epidermal cyst surrounded on both sides by calcium — 
ra deposits in the upper part of the corium. The author believes that tissue dysplasia causes — - B. 


HOLLANDER, Springfield, Mass. = E^ 


EXAMINATIONS ABOUT SENSITIZING SPECTRAL RANGE AND Direct LIGHT PIGMENTATION IN — 
CHRONIC AND Acute LicHT Eruptions. A. WISKEMANN and K. Wutr, Arch. klin. u. E 


exper. Dermat. 209 :443-453, 1959. E 4 
Forty-six patients with chronic polymorphous and acute light eruptions were tested with ES 


the Osram-Xenon-high pressure lamp, which has a spectrum similar to natural sunlight. Sun- m 
burn causing wave lengths were filtered. Long wave ultraviolet light (320my-400mp) showed N% 
i erythematous, eczematous, or urticarial reaction of the skin of the back. The sensitizing spectral 
range in light dermatoses is significant for the selection of a sun preventive. Commercial sun 


£3 preventives are primarily to absorb a part of ultraviolet light causing erythema (290my-320mp) : 
: but not visible light or light causing direct pigmentation. ; if 
: HOoLLANDrR, Springfield, Mass. bp. 
LIGHT Provocation IN PORPHYRIN DERMATOSES. A. WISKEMANN and K, Wurr, Arch. klin. u. —— 
exper. Dermat. 209:454-465, 1959, E 
Light tests with mercurial high pressure lamp and Osram-Xenon-high pressure lamp with OM 
| absorption filters were done on a 14-year-old boy with congenital porphyria and five patients — "b 
with cutanea tarda type of hepatic porphyria. Long wave ultraviolet light caused a weak Et 7 $ 
erythematous reaction in the patient with congenital porphyria; the patients with porphyria E 
cutanea tarda showed pronounced erythema due to light of wave length range corresponding _ A. x | 
to the absorption range of excreted porphyrins. E 
HOLLANDER, Springfield, Mass. E 
E 
PORPHYRIA CUTANEA Tampa. II. URINARY Synprome. H. Ippen, Arch. klin, u. exper. Dermat. E 
209 :466-519, 1959. EC 
The author describes various methods of porphyrin analysis used in his experiments, The P. 
pertinent literature on the urinary syndrome in porphyria is reviewed and tied in with his c 
own examinations on 37 patients with porphyria cutanea tarda. Various porphyrins are found E 
in the urine. Excreted porphyrin varies between 3 and 15 mg. daily. Porphyrin concentration ag 
is dependent on the quantity of excreted urine. Porphyrins insoluble in ether represent the R 
main part of urine porphyrins. Treatment has no regular influence on porphyrin excretion. R E 
HoLLANpER, Springfield, Mass. "M 
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In males 57% of all cases were caused by occupational contacts; medicaments followed with 


TM . dermatosen 7 :320-326 ( Dec.) 1959. 





E Ww p VM " $ jJ yc f ` 
EXPERIMENTAL fer ies FOR DEMONSTRATION OF ES ipd (MrrALLIC) Broop REAGINS 
py AGAR-Dirrusion Meruop. T. RÁvNAY, Arch. klin. u. exper. Dermat. 209 :525-538, 1959, 


A complex antigen containing autolyzed human skin, staphylococci, leukocyte suspe" ^ 


- . 
Lej. 


and phenylmercuric borate was used for the agar-diffusion method of Ouchterlony and Björk- 4 
lund to examine 152 blood sera of patients with mercurial allergy. Distinct bands of precipita- Xs 
tion demonstrated with this method seem to represent a more sensitive indicator of mercurial “A | 


allergy than the patch test. It is possible that precipitation is produced by bacterial antibodies. 


Nevertheless, the author feels that his findings are important since most of the mercury- 
sensitive persons examined have had a bacterial infection. DUO 
HorLANDER, Springfield, Mass. | 


Guinea Pic SKIN As DERMATOLOGIC Test Opyect. H. Operste-LEHN and F.-W. WIEMANN, 


Arch. klin. u. exper. Dermat. 209 :539-550, 1959. ^ 

, M ny 

Experiments on guinea pig skin with daily inunctions of 300 mg. of 0.1 mol copper sulfate — - whe 
in hydrous wool fat (Lanolin) did not reveal acanthosis, increase of cell layers, or positive "M E 
Dustin reaction. These experiments show that epithelium of guinea pigs is unable to produce ga e 


acanthosis as found in human skin. 
HoLLANDER, Springfield, Mass. 


ANALYSIS OF Five Hunprep CASES oF ALLERGIC Contact DrRMaATITIS. G. WAGNER. Berufs- 
dermatosen 7 :307-319 (Dec.) 1959. 


Out of 500 cases of allergic contact dermatitis 55.8% were in males and 44.2% in females. 
Occupational allergens were found in 45% of the cases and nonoccupational allergens in 55%. 


35.1%; all other contactants (cosmetics, clothing, detergents, plants, etc.) remained below 
3.2%. In females all contactants except those of occupational origin played the major causative Up 
factor. Among occupational allergens cement containing chrome salts was the chief offender; 
baking agents containing ammonium persulfate, turpentines, and epoxy resins followed. In the 
group of medicaments paracompounds (sulfonamides, paraphenylenediamine, and local anesthe- d 
tics) took the first place; ethereal oils, antibiotics, and histamines followed. Nickel buckles were EE 





chief offenders in the clothing group and cold wave preparations in the cosmetics group. In ein 
males construction workers showed the most frequent occurrence of allergic dermatitis; electri- 1 
cal and farm workers, bakers, painters, workers in textile and chemical industries, and barbers A 
followed. In females dermatitis was found in housewives in 6496 ; domestics, farm help, nurses, re V 
textile and leather workers, and hairdressers followed. The dermatologic clinic of Kiel has Sx 
been using a series of 14 standard tests for routine patch testing. Fifty-six per cent of all cases pm 
were diagnosed with the help of these tests; in 44% substances not contained in the standard & 
series were necessary for additional patch tests. Author points out that modern detergents Ex 
contain traces of chrome and nickel catalysts which can cause dermatitis. - E 


HOLLANDER, Springfield, Mass. 


-Guanidine compositions were used to decrease lipophilia in various polyamide products. Such 
technique may lead to the manufacture of Perlon textiles which could be worn by persons with 
increased sebaceous secretion of the skin. 





HOLLANDER, Springfield, Mass. 


HIstAMINASE (ToRANTIL) THERAPY OF BURNS WITHOUT FORMATION oF Ke tor, H. TH. 
Scureus, Berufsdermatosen 7 :332-334 (Dec.) 1959. 

Treatment of second and third degree burns with Torantil by mouth (containing histaminase 
and detoxified products of intestinal mucosa) brought about healing without formation of 
keloid. Only localized formation of keloid of large burns was observed at times. No explanation 
for the mechanism of this therapy can yet be given. | 
HOLLANDER, Springfield, Mass. ^ 


Wart on CarLus Causep By Occupation. F. Roncuese, Berufsdermatosen 7 :334-336 (Dec.) 
1959, 


In a female spinner a common wart developed on the right middle finger on the site of a 3 


callus caused by the pressure of a hook during work. E ANS T 
HOLLANDER, Springfield, Mass. — REPI 
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NP UTERITORE au E uil ee E 
EXPERIMENTAL AND CLINICAL OBSERVATIONS IN THE TREATMENT OF TINEA OF THE pues UR 
. Feet, Bovy, AND Nars wirH GRISEOFULVIN. H. Gorz, Hautarzt 10:539 (Dec.) 1959. b 


«Gotz found that: E. 


x 1 Trichophyton ‘rubrum is more sensitive to griseofulvin doi T. mentagrophytes. 
. . 2. The addition of 10% blood serum to nutrient containing griseofulvin has no effect on its 
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M MEME fungistatic action. : ^w | 
i BE . 3. Repeated experiments appear to indicate the production of resistance of T. rubrum to E 
=! ii increased concentrations of griseofulvin. - TE 
|. 4 QGriseofulvin is a good, active, oral fungistatic agent which affects favorably both old s- 
i and fresh lesions of dermatomycosis. The time required for cure depends on the e 
es thickness of the stratum corneum. On the extremities and trunk, treatment for three — 
| weeks is required, on the palms and soles eight weeks, whereas about four weeks to = - 


E five months were necessary for the nails. The latter were treated with a combination — 
IS of keratolytic softening, curettage, and griseofulvin. 
: Erythrasma, pityriasis versicolor, and yeast infections were not affected. 
6. An urticarial rash appeared in one case but did not require stopping of treatment. 
: Side-effects were otherwise minimal. 
Two recurrences developed in cases having extensive hyperhydrosis, cH 
8. It is possible to find, for many months, spores in the squamous hyperkeratotic forms — 
of tinea of the hands and feet, also in the distal part of the nail, and even in clinically — 
healed areas. For this reason, local antimycotic therapy is necessary in conjunction — 
with griseofulvin treatment. 
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MonasH, Miami, Fla. 


BACTERIOSTATIC AND FUNGISTATIC ACTION oF VITAMIN K. L. NEKAM and J. ANGYAL, Hautarzt 
10:547 (Dec.) 1959. 


Investigations are described showing that vitamin K has bacteriostatic and fungistatic ^. 9 
activity. In most of mice infected with Candida albicans, administration of vitamin K was able 
to prevent deadly sepsis. i 

Monasu, Miami, Fla. 


THE SrRUcTURE oF Heterotopic Apocrine GrANps. P. Van CANEGHEM, Hautarzt 10:552 
(Dec.) 1959, 


Examination of 2,000 biopsy specimens for apocrine glands showed the presence of an 
intermediate section between the gland proper and the duct. Whereas the gland proper was | 
made up of cloudy cells with an irregular inner surface, the intermediate section consisted (ae 
of clear cells with a flattened surface. In many cases only the intermediate type of gland was 
found to be present. Van Caneghem considers this type of formation to be eccrine in character. —— pt 
He found apocrine, intermediate, and mixed forms of glands on every part of the face and D 
neck, especially in cases of nevus sebacei. 


Monasu, Miami, Fla. Á E 


r 


New CAUSES or OCCUPATIONAL DERMATOSES. D. J. BrrmincHam, A.M.A. Arch. WP 
Health 20:489-492 (Dec.) 1959. v 


The introduction of different industrial chemicals and production methods is accompanied by 
new dermatologic problems. In his talk before the 18th Annual Congress on Industrial Health, 
Birmingham reviewed the problem of epoxy resins which are causing more dermatoses than 
‘Sard any new chemical in years. The basic epoxy monomer is a combination of epichlorohydrin and 
bisphenol with an aromatic amine added as a hardener compound. 





In addition, the use of chromates as an anticorrosion compound in diesel locomotive radiators 
continues to cause difficulty. Interesting was the flush and facial edema of printers which - 
appeared after they contacted butyraldehyde oxime followed by drinking alcoholic beverages; 


É this also occurs with a pyridene compound in a degreasing compound under similar circum- 
Y stances. The problems due to soluble cutting fluids (usually mineral oil, and emulsifier, and a 
E germicide), radiation, creeping eruption due to Ancylostoma braziliense, the manufacture of 


diethylstilbesterol pellets, overtreatment dermatitis, industrial cleansers (some contain more 
. than 50% kerosene) are reviewed briefly. The primary irritant mechanism i is most important,- 

P Ht t ae reactions accounting for less than 20% of all occupational dermatoses, 
2^ . | Lazar, Highland Park, Ill. 3! 
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E amo Ces rudi AND Pics TvPEs OF | Pat "HOGI N 
Two HUNDRED Ten STRAINS ISOLATED AT Boston. ity Hospr : 
_W. F. JONES Jr, and | we BENNETT Jr, A.M.A. Arch. Int. . Med. 104: 365-377 (8 


» 


Many of 210 strains of coa e-positive Staphylococcus pyogenes var. aureus 
| from patients during or after treatment with antibiotics. were susceptible to 10 new antil 























ES Eos acti MC B. Chibreta. was the only vida used Saade to Sh 
. of the strains were resistant. Staphylococci of phage type 52/42B/8 constituted one-third 
j the e total; most were resistant to penicillin, streptomycin, and tetracycline but sensitive 
E 1 “erythromycin. The observations | support the concept of resistance to antibiotics comin 
Sis | consequence of their widespread | use. However, the mechanism by which the resistant st 


= arise and spread is by no means clear. A a 
T | - Lazar, Highland Park, Ill. 
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E em or HUMAN EPIDERMOID CARCINOMA IN Tissue Cutture ustnc Nonrat Mi i 
dv MEDIUM. A. S. Rosson and F. Y. LrcALLAIs, A.M.A. Arch. Path. 68:342-347 (Sept.) 1959, 


OD. 
: aa A A human epidermoid carcinoma removed from a 49-year-old white man has been grown 
E. dor one year in a serum-free medium containing 20% autoclaved nonfat milk, Four consecutive | 
- passages have been achieved with preservation of epidermoid differentiation. Keratinization, — 
eite pear formation, tonofibrils, and intercellular bridges are demonstrable in culture. - MEET s 
_ There has been no success with the growth of malignant melanoma or other types © T 
- malignancies. Normal human serum has a cytotoxic action on some lines of atypical human cell: = 


P" 3k in vitro, making the use of serum-free milk medium valuable in such studies. 
Es Lazar, Highland Park, Ill. 
E. 


S O- FAILURE or ENDOGENOUS SEROTONIN TO Propuce LESIONS OF THE CARCINOID SYNDROME: . 
E = . Stupres on Mouse Mastocytoma. L. S. Gorrries, S. A. Brorrman, J. J. VITALE, ani 
‘3 à — N. ZAMCHECK, A.M.A. Arch. Path. 69:77-81 (Jan.) 1960. 

— Large quantities of serotonin as measured by urinary 5-hydroxyindoleacetic acid excretions | 
were unable to produce lesions of the heart, heart valves, gastrointestinal tract, or other 
organs. The source of the serotonin was mast-cell tumors transplanted in mice. Failure to 
B Stoduce lesions may be due to rapid metabolism of serotonin; most patients with the full 
carcinoid syndrome have massive metastases to the liver, and this may account for the lack 
of response to serotonin under experimental conditions, 












































Lazar, Highland Park, Ill. 


- TRANSMISSION or P™-LABELED CANDIDA ALBICANS TO NEWBORN Mick at Birth. P. J. 
L KoziNN, C. L. TASCHDJIAN, J. J. BuncHALL, and 'H. Wiener, A.M.A.J. Dis. Child. 99: 

31-34 (Jan.) 1960. 

Candida albicans labeled with P® was used to infect pregnant mice. Subsequently, Candida 
. albicans was recovered from the mouth and/or gastrointestinal] tract of 39 out of 57 newborn 
j Bi, mice. This suggests that perhaps human neonatal candidiasis may be transmitted in a similar 
manner. 
d Lazar, Highland Park, Ill. 


CONGENITAL CUTANEOUS CANDIDIASIS IN A PREMATURE INFANT. H. SONNENSCHEIN, H. L. 
N CLARK and C. L. TascHDjIAN, A.M.A.J. Dis. Child. 99:81-85 (Jan.) 1960. 

EUG An unusual case a premature infant born with extensive candidal lesions involving the 
-.. glabrous skin of almost the entire body, including the intertriginous and flexor areas of the 
E extremities. A vesicular dermatitis suggested candidiasis to the authors. The diagnosis was 
confirmed by positive laboratory findings and the patient recovered in 31 days after the use 
E. of nystatin orally and topically. 





Lazar, Highland Park, Ill. 
p i 

$ M. ov. Lupus ERYTHEMATOSUS: A Review or CERTAIN Current PATHOGENIC CONCEPTS. re 
hd .. P. Arrroccut, J. Chron. Dis. 11:34-49 (Jan.) 1960. Pod 


EU Pp . It is suggested that systemic lupus erythematous may be a type of autoimmunity disease — - = 
p o with autoantibodies directed primarily against small blood vessels and various blood con- _ ? ys « 
Pv ‘Fad stituents. In the article, the disease is approached primarily from the pathologist’s viewpoint aS 

" E. TES discussion centering about. the connective tissue (collagen is neither the primary nor Mer 31 e 
































$ ovi 
bur le thrombi, wire-loop lesions and lupus nephritis, fibrinoid Jaten and the LE, pode ec ; 
Ellos shes hematoxylin body and L.E. cell rank highest of the near pathognomonic signs as they 
| —  . have been reported in combination only in lupus; hematoxylin bodies alone are considered the 2 
_ most nearly pathognomonic feature. L.E. cell formation, false positives, and other pertinent — Do 
| /— information are presented. The L.E. factor found in the y-globulin fraction of serum proteins ^ 
: Mr. x may cross into the fetal circulation, causing transient L.E.-cell positivity in the newborn 
s and has also been reported in spinal fluid, urine, and transudates. ra 
a Pet M ete d It is postulated that the L.E. factor plays a role in releasing the Cent Pura Tene acid | Lu 1D 
d . (D. N.A.) depolymerase enzyme of connective tissue nuclei and leukocyte nuclei from its i. bo 
.  - . intracellular inhibitor, thus initiating the series of changes leading to hematoxylin bodies and | | 
LE. bodies. Another theory postulates that the L.E. factor permits entry into the cell of a 
15 normal serum anti-inhibitor which destroys the intracellular inhibitor of DNA depolymerase. ^^ 
Bu Lazar, Highland Park, Ill. 
. ENVIRONMENTAL RADIATION AND Cancer. H. F. BruM, Science 130:1545-1547 (Dec. 4) 1959. — x 
Though very technical in nature, Dr. Blum approaches the relationship of threshold e 
intensity of ultraviolet irradiation and skin cancer. He believes no safe upper limit can b : 
demonstrated for environmental ionizing radiation as a cause of skin cancer. Other handas j 
Vers such as genetic mutations are not directly related to the cancer-inducing dose. An expanded and 
"ut more complete text may be found in Dr. Blum's book, “Carcinogenesis by Ultraviolet Light.” 
M CN s Lazar, Highland Park, Ill. 


Y ia v 
= EFFECT or STRESS ON SKIN TRANSPLANTATION IMMUNITY IN Mice. R. Wistar Jr. and 


* ee ~ W. H. Hitpemann, Science 131:159-160 (Jan. 15) 1960. * 
W o | 
LI ^ ... Depression. of the immune reaction responsible for skin homograft rejection was found — Sh 
AA at following chronic avoidance-learning stress. The effect was present in eriptically uniform, as “a 
- ..  — . well as in a heterogeneous line of mice. A gig 
Ee t | Lazar, Highland Park, Ill. Br 
TE C , A y , 
i KERATOSIS PALMO-PLANTARIS WITH PERIODONTOPATHY (PAPILLON-LEFEVRE). A GREITHER, E ES 
Dermatologica 119:248, 1959. = ITE 
This article describes a combination of keratosis palmo-plantaris and periodontal disease B RS 


with loss of both deciduous and permanent teeth, except the wisdom teeth, as a rare recessive Ht 
syndrome. It was originally described by Papillon and Lefevre as mal de Meleda with VN R 
periodontosis. This was incorrect since true mal de Meleda is not accompanied by loss of z. = au 


c PE 
teeth. The type of periodontal disease seen in these patients may be present in persons who DUSTIN 
have no palmar or plantar keratoses. Mild forms of the disease which scarcely inconvenience ——— A 
the patient may also be seen. The mode of heredity is never dominant, CS E 

Monasu, Miami, Fla. E. 


das xa . Kyrte’s Disease. P. Nazzaro, G. C. Fuca, and G. BricNAMr, Gior. ital. dermat. e sif. 94:65-91 
S oti (Tan.-Feb.) 1959, 


P s This is a study of a case and an extensive discussion on the relation of this disorder to "-— j^ v $ 
papulohyperkeratosis. ; 


wa 


Rowcursr, Providence, R.I. AM 


© — NATURAL History or Cavernous HEMANGIOMATA. J. R. SrMPsoN, Lancet 2:1057- 1059. 
(d n (Dec. 12) 1959. iat 
Simpson likes to use the same title as Lister in 1938 to discuss the spontaneous involution ePi 7 
hemangioma. He studied 170 nevi in 140 children. His conclusions are as follows: Becaus 

these lesions almost always resolve spontaneously, no treatment is recommended. S 

It is peculiar that on the matter of treating or nontreating hemangiomata, the ogigi ) 
dermatologists living in the United States is, in general, not in accord with the British; =) S — UN 
RONCHESE, Providence, RIO ^ T 
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is BvocLiMATIC MErTEREOLOGIC FACTORS AND CUTANEOUS PHYSIOPATHOLOGY. A. MIDANA ET Ay 
£ Minerva dermat, 34:1-329 (Jan.-March) 1959. 


(Supplement-Transactions Italian Society of Dermatology and Syphilology) | 


In this 329 extra-large-page monograph Midana and 9 pupil-collabor tors discuss TE Ner 
the 43rd Annual Meeting of the Italian Society of De and Syphilology, Sept. 1959, dr A E 
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| ARCHIVES OF DERMA TOLOGY d. Je 


zs 
“The 
a 


atmospheric pressure, bees da. humidity, ionization, winds, and tha physiologic action 

Pi upon man. The relation between atmospheric conditions and electrodermatogram, capillary 

- J. circulation, the cutaneous and the surrounding temperature, the cutaneous and atmospheric 

humidity, the pressure, the speed of wind, the thermoregulation, the atmospheric conditions 

AP . as they influence the secretion of sebum, sweat, the physical and pharmaco-dynamic stimuli, the 

. sense of touch, heat, pain, itching, the relation between byoclima and cutaneous pathology, 
Y E ng seasonal changes, climatogeography, clinical-statistic observations, and dermatologic climato- 

Nel an i pfeeny à is presented. 


ni » RONCHESE, Providence, R.I. 
— — VULVAR Prurirus AND PrnINEAL Pain. H. Micuet-WotrromM, Rev. med. psychosom. 1: :129-. IS | 
AN t 143 (April-June) 1959. 
E "E dl Studies are reported on 112 cases of vulvar pruritus, vaginal burning, and clitoral pain. — 
ES * These patients were all relatively young, half of them being less than 40 years of age. Most - 
NC S of these started abruptly after an emotional trauma or progressively after a local infection more 
Y T f- or less overlooked by the patient. These patients were treated by the usual sedatives, and, if Saal 
3 E | the examination showed no cause of the vaginitis, author employed with considrable benefit —— 1. l 


infusion of mallow root. Psychotherapy of the 112 patients revolved chiefly around simple 
suggestion. There were 47 successes, 50 lasting improvements, 17 patients lost from view, and - 
33 failures. In order to cure these exasperating cases one needs more than patience; one needs 
obstinacy. 

DrnBES, New Orleans, La. 





Books 


igment Spots with Polyposis (Peutz-Syndrome). By G. F. Klostermann (in Gera? ET 
Price, $4.65. Pp. 108, with 48 illustrations, Georg Thieme Verlag, Herdweg 63 (14a) — 
Stuttgart N (American Zone), Germany, available in U.S.A. and Canada through 
Intercontinental Medical Book Corporation, New York 16, 1960. 

This monograph on the Peutz-syndrome, also called the Peutz-Touraine-Jeghers syndrome, 1 
gives a complete survey of the literature together with some cases studied by the author. pens 
Clinical description, histology of the skin, oral and intestinal lesions, differentiation of the ir ae 
pigmentation, and the genetic aspects of the syndrome are described in some detail. Si" i 
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The Nodular Dermal Allergid 


A Type of Allergic Vasculitis 


CARL W. LAYMON, M.D., Minneapolis 


Gougerot, writing with Duperrat (1954), 
stated that for more than 30 years he had 
studied a particular syndrome characterized 
by small dermal nodules, erythematopapular 
elements, and purpura. It was first called 
"a chronic indeterminate septicemia with 
endocarditis.” Then, as endocarditis was 
found to be an inconstant feature, it was 
termed "a chronic indeterminate septicemia 
with the triple lesions of purpura, erythema 
multiforme and nodules." The latter term 
was dropped because the term septicemia 
was at variance with the negative blood 
cultures. Hence, it was given a new ap- 
pellation : “maladie trisymptomatique.” 
Gougerot’s co-workers, Bureatyand Degos 
(cited by Gougerot and Duper *), how- 
ever, suggested that it should “be called 
"maladie trisymptomatique de Gougerot" to 
avoid confusion with the trisyndrome of 
Milian. Gougerot stated that, with the 
gradual acceptance of the term allergid, 
the syndrome has been known finally as “the 
nodular dermal allergid." Many cases have 
been added since to the six original cases 
of Gougerot by his pupils and others in 
various countries. Gougerot and Duperrat 
stated that at the L’Hopital St. Louis the 
disease is a familiar one and the diagnosis 
is not difficult when one has seen the dis- 
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order even only once before. The authors — 
believed that this was true not only pus ae 


but histologically and they stated that on 
many occasions they were able to recognize - 


the disease by the histologic findings even 35 


without having seen the patient. 


Clinical Features 


As the name nodular dermal allergid — 
indicates, the most important lesions are 


the round nodules from 2 to 7 mm. in _ 


diameter, some of which are almost level 


with the niveau of the surrounding skin and — k 


Wen are indurated and well- definet with- - 
out any edema in the environs. 


they are red or purple. Besides the dermal 
nodules there may be purpuric macules from 
l to 5 mm. in size and erythematopapular 
elements from 2 to 20 mm. in diameter, 


which are occasionally annular, resembling 
. - . . ME | 
erythema multiforme. Urticarial and bullous — 


lesions are unusual. The dermal nodules 
may become hemorrhagic or necrotic and 
covered with brownish red crusts, thus 
simulating the necrotic papular tuberculid. 
In addition to the aforementioned lesions, 
petechiae, angiomas, angiokeratomas, telangi- 
ectases, and infiltrated hypodermic plaques 
may occur. The lesions are relatively pain- 
less and itching is inconstant. 

The nodular dermal allergid affects adults 
most frequently. The lesions appear on 
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Their color "aa; 
may be that of normal skin, although usually — 





Fig. 1—Thrombosed 
vessel surrounded by in- 
tense inflammatory zone. 


Y 


D 
- 
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all parts of the body including the face, al- 
though the sites of predilection are the ex- 
tremities, especially the lower ones where 
hundreds of lesions may sometimes occur. 
They have a chronic evolution and absorb 
extremely slowly except the occasional urti- 
carial wheals which may undergo involution 
in less than 48 hours. The disorder 1s 
characterized by remissions and exacerba- 
tions; the latter clear within 15 to 60 days, 
sometimes leaving no trace, other times 
leaving pock-like scars and brown pigmenta- 
tion which is persistent. Occasionally the 
attacks are associated with fever, fatigue, 
headache. Despite these 


arthralgia, and 


symptoms the general health is good, al- 
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though the attacks may recur for many 
yeirs (more than 30 in one of Gougerot's 


patients). 


Histologic Features 


Various authors who have studied the 
histologic features of the dermal nodular 
allergid agree that the abnormal findings 
occur particularly in the arterioles and capil- 
laries. 
the endothelium, the cells of which compress 
each other, obliterating the lumen of the 
There is fibrinoid 


surrounding the 


There is considerable swelling of 


vessel in some cases. 


necrosis of the tissues 
vessel, giving rise to a sort of continuous 


cuff which stains pale pink and has an ap- 


Fig. 2—Eroded, crusted 
papule overlying throm- 
bosed vessel in Figure 1. 
Present are edema, la- 
cunae, and infiltrate con- 
sisting of red blood cells, 
lymphocytes, leucocytes, 
and a few eosinophils. 
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pearance as though the tissue fibrils had 
been obliterated. There is an inflammatory 
infiltrate which not only lies about the area 
of necrosis but also extends into the sur- 
rounding tissues. The infiltrate 
mostly of polymorphonuclear leukocytes, the 


consists 


nuclei of which are sometimes intact and 
sometimes pyknotic. Nuclei may be seen 
lying alone and also within a fine chromatin 
debris. Gougerot and Duperrat stated that 
these features are almost pathognomonic. 
Eosinophils, while present, are not a promi- 
nent feature. The histopathologic findings 
are diffuse than 
from the clinical examination of the lesion. 


more one would expect 
Large biopsies which have been performed 
from apparently healthy tissue have shown 
quite extensive vascular changes. The in- 
flammatory process starts apparently with 
edema followed by fibrinoid degeneration in 
and near the media of the vessels. The 
inflammatory reaction is followed by cellular 
infiltration in the middle and outer coats 
of the vessels and their surroundings. The 
process does not attack the vessel in its 
whole length but limits itself to certain 
parts, for example, the circumference. 
Thrombi and aneurysms are sometimes seen. 

There are no noteworthy, constant labora- 
tory abnormalities in the nodular dermal 
allergid. Despite various efforts all investi- 
gations have been negative, including blood 
cultures, animal inoculations from the blood, 


Fig. 3.—Fibrinoid de- 
generation with small 
vessel in center. 
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purpuric spots and nodules, and stains of 
various tissues for bacteria. 


Report of a Case 


A white woman, aged 59 years, was examined 
first in September, 1958, She stated that in July, 
1958, an eruption developed on her legs. During 
the next month new lesions appeared gradually on 
the upper extremities and trunk. Although there 
was involvement on the neck, the face and mucous 
membranes remained clear. The eruption began as 
“red spots” varying in size from 1/8 to 1/4 inch 
in diameter and gradually enlarging to the size of 
1/2 inch. At the beginning she was unable to feel 
them, but as they enlarged they felt like a pea or 
bean beneath the surface of the skin. Within a 
week or two many of the lesions became ulcerated 
and covered with a dark-red scab. Many gradually 
healed within a period of a few weeks, in some 
instances leaving scars resembling those of chicken 
pox. Other lesions disappeared without scarring, 
leaving only a brown spot. There was no pain 
associated with the eruption, and only occasionally 
mild itching. She had neither chills nor fever, and 
had felt well since the development of the eruption. 
There was no history of ingestion of drugs except 
for oral penicillin and some type of an expectorant 
which had been prescribed for a cold after the on- 
set of the eruption. She had never had asthma, 
hay fever, or previous cutaneous eruptions. The 
rest of the past history was unimportant. 

The eruption involved the entire cutaneous sur- 
face except the face and scalp. Although there 
were lesions on the neck, chest, back, and abdomen, 
they were most numerous on the extremities, 
especially the lower ones. The eruption was poly- 
morphous. The earliest lesions were erythematous 


macules varying from 2 to 5 mm. in diameter. 
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There were numerous firm, bluish-red nodules 
from 0.5 to 1 cm. in diameter. Many of the latter 
were necrotic in the center, colored with dark-red 
crusts, and resembled the necrotic papular tuber- 
culid. Pigmented macules and pock-like scars were 
interspersed among the active lesions, representing 
nodules which had undergone involution. There 
were petechiae but no bullae, telangiectases, or 
livedo reticularis. The mucous membranes of the 
mouth and vagina were normal. The patient was 
admitted to a hospital on Sept. 9 and was dis- 
charged on Sept. 12, 1958. During this time she 
had no fever. Physical examination showed no 
evidence of abnormalities on any of the internal 
organs. Several cultures from the lesions for 
bacteria and fungi were negative. The sedimenta- 
tion rate was 7 mm. during the first hour. The 
hemoglobin was 14.8 mg. 96; red blood cells 4,- 
500,000; white blood cells 7,100. There were 51% 
P.M.N. cells, 3396 lymphocytes, 696 monocytes, 
5% eosinophils, 1% basophils and 4% plasma cells. 
The morphology of the white blood cells showed 
no evidence of leukemia. The urine was normal. 
A roentgenogram of the chest showed no abnor- 
malities. 

Various types of treatment, including antibiot- 
ics, antihistamines, and steroids, did not seen to 
alter the course of the disease, although there was 
temporary improvement following the simultaneous 
administration of steroids and antihistamines. 

Histology.—Several biopsies were performed and 
many sections were examined. An eroded, crusted 
nodule on the chest showed necrosis of the epider- 
mis and much cellular debris on the surface. In 
the epidermis, at the borders of the eroded area, 
there was severe disruption of its architecture. 
There was intense edema and numerous lacunae. 
The upper part of the corium was also edematous 
and there were numerous homogeneous, relatively 
acellular, eosinophilic foci. There were many red 
blood cells interspersed in these degenerated areas. 
In the middle portion of the cutis there was an 
intense inflammatory infiltrate in globules and in 
sheets and bands. This infiltrate was polymor- 
phous, consisting of leukocytes, lymphocytes, and 
a few eosinophils. The most striking changes were 
in and about the small vessels. There was swelling 
of cells in the vessel walls which in some instances 
was so intense that the entire lumen was obliter- 
ated. The vessel walls were infiltrated with leuko- 
cytes and lymphocytes and were necrotic in some 
places. There were areas of fibrinoid degeneration 
and hemorrhage about the affected vessels, which, 
in turn, were surrounded by intense inflammatory 
zones, similar to the aforementioned ones in the 
upper part of the corium. 


Comment 
The cause of the nodular dermal allergid 
is unknown. The clinical and histologic 
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features, however, suggest that the patho- 
genetic mechanism is an allergic one. The 
term allergy is used in the meaning originally 
introduced by von Pirquet and subsequently 
elaborated by Sulzberger: “Any acquired 
specific alteration in the capacity to react, 
which occurs in living organisms or tissues 
upon exposure to certain living or inanimate 
agents or substances." 19 The word specific 
refers to the fact that the alteration which 
is produced by a certain agent can be made 
manifest on reexposure to only the same 
agent, or to an immunologically related 
agent. It has been hypothesized that emboli 
of microorganisms arriving at the skin pro- 
voke a reaction which produces nodules if 
they are arrested in the mid or deep cutis 
and papular or erythematous lesions if in the 
superficial cutis, because of sensitization to 
this particular organism. The tissue reac- 
tions which are encountered in the nodular 
dermal allergid are similar to those in the 
Arthus phenomenon, when a sensitized test 
animal is subcutaneously injected with the 
sensitizing substance. It is possible that 
processes similar to those which occur in 
the Shwartzman phenomenon are operative 
in the nodular dermal allergid. In animals 
(usually rabbits) certain tissues, particularly 
the skin, become sensitized when exposed 
to the toxins of certain organisms. The skin 
sites, which are prepared 24 or more hours 
previously by the injection of a_ bacterial 
toxin, react with a vascular, purpuric, and 
hemorrhagic response when either the re- 
spective toxin or certain other, nonrelated 
substances are injected into the blood stream 
of the animal. This cannot be called an 
allergic sensitivity because it is not specific, 
since the reaction can be listed by many 
substances not in any way related to the 
preparatory factor. Rostenberg (1953) 
stated that the hallmark of the Shwartzman 
reaction is microscopic hemorrhage followed 
by necrosis. As for human pathology, little 
is known concerning the role played by the 
Shwartzman phenomenon. Hostenberg be- 
lieved that certain purpuras, pyoderma gan- 
grenosum, and dermatitis nodularis necrotica 
depend upon allergic reactions in the blood 
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vessels. Winkelmann (1958), who dis- 
cussed five cases of allergic angiitis which 
were observed at the Mayo Clinic, shared 
this view. 

Gougerot and Duperrat considered that 
the nodular dermal allergid is an example 
of allergic vascular inflammation. Parts of 
the arteries are normal while other parts 
are pathologically changed so that knotty 
excrescences of the vessels appear. In the 
case of the nodular dermal allergid, erup- 
tions of the skin have been repeatedly de- 
scribed in which histopathologic examination 
showed changes of the arterioles and capil- 
laries agreeing almost completely with those 
found in periarteritis nodosa. In these cases 
the course of the disorder was mild, and 
in the vast majority no internal involvement 
could be demonstrated. 

Ruiter (1952, 1953)1415 discussed the 
same type of histopathology but termed it 
allergic vasculitis or allergic arteriolitis. In 
a letter to the editor of the British Journal 
of Dermatology, Ruiter (1954)!9 stated that 
it was possible that certain examples of his 
group of allergic cutaneous arteriolitis are 
similar to those described as nodular dermal 
allergid by Gougerot and his school. He 
emphasized that his approach to the prob- 
lems of these polymorphous eruptions was 
entirely different from that of the French 
authors. He was convinced that the vascular 
changes were the common denominator in 
this group of dermatologic disorders. He 
based his term allergic cutaneous arteriolitis 
on the histopathologic picture. He mentioned 
that, while he was convinced of the funda- 
mental value of clinical morphology in derma- 
tologic diagnosis, the polymorphism and 
variability of the eruptions caused him to 
wonder whether or not evaluation based 
predominately on clinicomorphologic charac- 
teristics might not prove to be unsatis- 
factory, and he, therefore, abandoned that 
method of approach. It is obvious, however, 
that, regardless of whether the clinicomor- 
phologic features were stressed (nodular 
dermal allergid) or the histologic features 
were emphasized (allergic vasculitis), it was 
the same disease which was being discussed. 
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Miescher (1957), in a comprehensive 
article devoted to acute inflammatory disease 
of blood vessels (vascular allergids), re- 
viewed a type of eruptive angiitis which 
has been previously discussed by Degos, 
Kohlmeyer, and others. The disorder is 
biphasic. The first phase varies in duration 
from months to years and is characterized 
by an eruption on the extremities and trunk 
of pale red papules. The center of the 
lesions becomes sunken and later covered 
by keratotic scales or crusts. The lesions 
are relatively asymptomatic. The general 
condition of the patient is good and there 
is neither fever nor functional disturbances 
and there are no changes in the blood. This 
phase lasted for only three weeks in a case 
of lzanck and more than three years in 
a case of Lausecker. During this time new 
lesions appear intermittently on the skin. 
The second phase begins dramatically with 
acute intestinal symptoms which include 
severe pain, symptoms of obstruction, and 
within a few days or a few weeks death 
results. Postmortem examination showed in 
all cases disseminated small infarcts in the 
intestinal wall. Severe endovasculitis was 
found histologically especially in the small 
arteries of the intestinal wall There was 
leukocytic infiltration, fibrinoid degeneration 
of the intima, and almost total obstruction 
of the lumens. Similar changes were found 
in the cutaneous lesions with endarteritis of 
the small arteries surrounded by a necro- 
biotic zone. The cause is unknown. Degos 
entitled the disease "papulose atrophiante 
maligne." Miescher used the appellation 
“endarteriitis nodularis maligna." 

Periarteritis nodosa is a disease which is 
characterized by kaleidoscopic polymorphism 
and even though it has been known for al- 
most a century the cause remains a mystery. 
A definite diagnosis of the disorder is rarely 
made until the time of postmortem examina- 
tion. The classical picture consists of a 
multiple-organ symptom complex with foci 
in various organs such as the heart, kidneys, 
liver, intestines, muscles, brain, and some- 
times the skin. The course is acute or inter- 
mittent, and sometimes there is angina and 
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arthritis in various joints. The outcome is 
usually fatal. In contrast to this extremely 
severe disease with a poor prognosis there 
are a few cases in which the skin is involved 
exclusively, as exemplified by those of von 
Melezar and Zenkei (1931),'° Lindberg 


(1931, 1932),"* Macaigne and Nicaud 
(1932),8 Carol and Prakken (1937)! 
Matras (1938)? Ketron and Bernstein 


(1939), 5 and Miescher (1946) 7? This type 
has a relatively benign course and may last 
for several years, for example 4 and 10 
years in 2 cases of Lindberg's, 10 years in 
the case of Macaigne and Nicaud, and 6 
years in the case of Carol and Prakken. In 
this type there may be nonspecific scarlatini- 
form, maculopapular, urticarial, or hemor- 
rhagic eruptions as well as those which 
simulate erythema nodosum or erythema 
multiforme. The most characteristic lesions 
in this form of periarteritis nodosa are 
crops of subcutaneous nodules, especially on 
the extremities, livedo racemosa, or multiple 
symmetrical gangrenous lesions. Vesicles 
and bullae are rare. The subcutaneous 
nodules may become ulcerated and necrotic. 
There are periods of remission and exacer- 
bation. Most observers believe that the 
diagnosis can be made histologically. There 
is fibrinoid degeneration of the adventia and 
media of the medium-sized arteries without 
much involvement of the intima. There is 
a tendency to thrombosis and disruption in 
the elastic tissues of the vessels. There are 
degenerative and infiltrative changes sur- 
rounding the affected arteries. The infiltrate 
surrounds the vessels as well as being pres- 
ent in the lumens and is of a granulomatous 
type with numerous polymorphonuclear leu- 
kocytes and occasional eosinophils. The 
arteries which are affected are located deep 
in the cutis. Obviously there are no es- 
sential differences between the cutaneous 
form of periarteritis nodosa and the nodular 
dermal allergid or allergic arteriolitis, except 
the size and depth of the vessels which are 
affected. 

Strauss, Churg, and Zak (1951)!5 de- 
scribed a disorder which they termed allergic 
granulomatosis, a clinical and pathologic 
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syndrome occurring in individuals with al- 
lergic backgrounds. It is characterized by 
fever, leukocytosis, eosinophilia, and fre- 
quently pulmonary infiltrations of the type 
seen in Loefiler’s pneumonia. As a rule, 
these are accompanied by manifestations of 
vascular, cardiac, gastrointestinal, renal, 
nervous, and cutaneous involvement. Strauss 
et al. found that cutaneous manifestations 
were frequent (19 of 28 cases in the 
authors’ records). The lesions were divided 
into three groups: (1) erythematous, macu- 
lopapular eruptions resembling erythema 
multiforme, (2) hemorrhagic lesions vary- 
ing from petechiae to extensive ecchymoses, 
sometimes accompanied by necrosis and 
often associated with urticarial wheals, and 
(3) subcutaneous and cutaneous nodules. 
Several types of lesions may occur in the 
same patient at one time and all lesions 
tend to occur in crops. There are remis- 
sions and exacerbations and the entire erup- 
tion disappeared for prolonged periods in 
some instances. Subcutaneous nodules per- 
sisted for weeks or even months and healed 
without scars except when necrosis occurred. 
The most common sites were the extensor 
and flexor surfaces of the extremities al- 
though the back and abdomen were 
frequently involved. Histologically the 
capillaries, particularly those of the sub- 
papillary plexus, were dilated and engorged 
with blood. Arterioles and venules were 
similarly affected. In some cases there was 
swelling of the endothelium and inflamma- 
tion and necrosis of the walls. There was 
edema of the corium as well as swelling of 
the collagen which in some instances pro- 
eressed to frank fibrinoid degeneration. The 
infiltrate was composed of eosinophils, neu- 
trophils, lymphocytes, and histiocytes. The 
authors stated that the more severe forms 
of allergic granulomatosis are almost always 
accompanied by diffuse vascular changes, 
and because of their clinical and anatomic 
manifestations are frequently designated as 
periarteritis nodosa. The authors admitted 
that the cutaneous lesions of allergic granu- 
lomatosis corresponded closely to those of 
periarteritis nodosa. They thought, however, 
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that allergic granulomatosis should be sep- 
arated from periarteritis nodosa because in 
the latter there is no allergic history and 
fewer eosinophils in the infiltrate. They 
stated that the lesions in periarteritis nodosa 
were less conspicuous and more fleeting than 
those in allergic granulomatosis. The authors 
admitted that it was difficult to differentiate 
between the lesions of periarteritis nodosa 
and those of allergic granulomatosis. 


Duemling (1930)? discussed dermatitis 
nodularis necrotica and reviewed the litera- 
ture. The disorder is characterized by macu- 
lopapular, papulopustular, papulonecrotic, 
hemorrhagic, and ulcerative lesions, usually 
involving the extremities, although any part 
of the body may be affected. Werther 
(1910), cited by Duemling,? thought that 
the process was primarily an endarteritis 
with acute inflammatory changes in the cutis, 
accompanied by hemorrhage, abscess forma- 
tion, and necrosis. 

Fahey, Leonard, Churg, and Godman 
(1954)? discussed Wegener's granuloma- 
tosis. Sternberg and his colleagues (1957)™ 
considered the same disorder under the title 
of pathergic granulomatosis, which begins 
with severe sinusitis or rhinitis, or persistent 
pneumonitis, followed by renal damage and 
generalized vasculitis. The outcome is 
usually fatal. Pathologic findings include 
necrotizing granulomatous lesions in the 
respiratory tract and kidneys. The cause 
is unknown. Wegener’s granulomatosis may 
simulate sarcoidosis, tuberculosis, syphilis, 
tularemia, glanders, lymphopathia venerea, 
or histoplasmosis. Allergic granulomatosis, 
dermatitis nodularis necrotica, and Weg- 
ener’s granulomatosis (pathergic granuloma- 
tosis) belong in the general group of allergic 
vasculitis or angiitis. Probably temporal 
arteritis also is closely related to these dis- 
orders. 


Summary 


There are several diseases which vary 
greatly as far as their clinical features are 
concerned but which have in common the 
microscopic features of inflammation of the 
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arteries in various organs which lead to 
hemorrhage followed by. necrosis. 


If the arterioles and capillaries are affected 
there may be polymorphous cutaneous erup- 
tions without interference of the general 
health. This includes certain cases of pur- 
pura, the nodular dermal allergid ( Gouge- 
rot), and allergic arteriohtis (Ruiter). In 
the event that the medium-sized arteries of 
the skin are involved, the term cutaneous 
periarteritis nodosa has been applied. 


If the arteries in organs other than the 
skin are affected various syndromes have 
been described. These include periarteritis 
nodosa, allergic granulomatosis, Wegener's 
granulomatosis (pathergic granulomatosis), 
and temporal arteritis. 


All of these disorders depend upon an 
acute or chronic, inflammatory (frequently 
necrotic) reaction of the walls of blood 
vessels in the skin or various other organs. 
In the skin the clinical picture depends 
upon the size and depth of the vessels which 
are involved. Allergic vasculitis in organs 
other than the skin results in a wide variety 
of clinical pictures, most of which carry a 
serious prognosis and eventuate lethally. 


The cause of this reaction remains un- 
known. There is no satisfactory treatment. 


Medical Arts Building. 
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Disseminated Xanthosiderohistiocytosis (Xanthoma 


Disseminatum) 


Report of a Case and Discussion of Possible Relationships to Other 
Disorders Showing Histiocytic Proliferation 


KENNETH M. HALPRIN, M.D., and ALLAN L. LORINCZ, M.D., Chicago 


Introduction 


During the 1930’s a group of patients 
without elevated serum lipids or cholesterol 
and exhibiting the symptom triad of dia- 
betes insipidus, widespread plaque-like xan- 
thomatous lesions of the skin, and 
xanthomatous involvement of the mucous 
membrane of the upper respiratory tract 
were reported by Finney, Montgomery, and 
Osterberg."? These cases were originally 
presented as "xanthoma multiplex” with un- 
usual findings, but subsequently were called 
"xanthoma disseminatum." 

Although exceedingly rare, this entity is 
quite distinct from either the hypercholes- 
teremic or hyperlipemic xanthomatoses and 
from reticuloendothelioses such as Hand- 
Schüller-Christian disease. As implied by 
the title chosen for this paper, we believe 
that the term "xanthoma disseminatum" by 
connoting a disturbance of lipid metabolism 
does not properly designate the disorder, 
because the accumulation of lipid in the 
lesions most likely is secondary to the pro- 
liferation of histiocytic elements rather than 
to a metabolic disturbance. Instead of being 
related to the other xanthomas, a closer 
relationship probably exists to such diseases 
as histiocytoma, reticulohistiocytoma, and 
nevoxanthoendothelioma, all of which dis- 
play reticuloendothelial or histiocytic prolif- 
eration of a cytologically benign nature. 

In this paper, through the presentation of 
a case and a review of some of the pertinent 
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literature, we would like to clarify the defi- 
nition of this entity, review the reported 
cases, and discuss its position in relation to 
other histiocytic proliferative disorders. The 
concept of grouping as related disorders 
those which feature proliferation of cyto- 
logically mature benign histiocytic elements, 
in either localized or more widespread form, 
will be elaborated. 


Report of a Case 


The patient, a 45-year-old white engineer, was 
first seen at the University of Chicago Clinics 
in February, 1957. A gradually progressive muscle 
weakness and a disfiguring skin eruption for the 
past five vears were his chief complaints. 


In 1951 he noted the development of a purplish- 
brown, firm, pea-sized nodule on the right thigh. 
This lesion had not changed since its first appear- 
ance. In 1952, yellowish-pink deposits appeared in 
the conjunctivae of both eyes, followed by small, 
yellow-brown, raised, firm plaques on his face, 
especially about the eyes. Thereafter, additional 
skin lesions had continued to appear on his face, 
chest, back, abdomen, and thighs. The lesions 
started as purplish-brown nodules similar to the 
original thigh lesion. These would coalesce with 
other nodules to form greenish-brown plaques, 
occasionally having yellowish borders. Some lesions 
disappeared, while new ones appeared. Areas of 
extensive involvement were eventually accompanied 
by wasting of underlying skeletal musculature. 
General weakness, photophobia, anorexia, impo- 
tence, and a 40 Ib. weight loss during the pre- 
ceding year accompanied the development of the 
skin lesions. Since 1955, moderate mental disturb- 
ances affecting memory and personality had been 
present. 


Family history revealed no serious illnesses in 
either his parents or his three children. No similar 
skin eruptions had been noted in any member of 
his family. The muscle wasting was especially 
obvious because the patient had been an amateur 
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Fig. l.—Bizarre appearance of lesions of xan- 
thosiderohistiocytosis on face and upper body. 


wrestler with well-developed musculature prior 
to his illness. In 1952, cholecystectomy had been 
done for a “gravel-filled” gall bladder. In 1954, 
he had been hospitalized elsewhere for the present- 
ing illness. Discharge diagnosis at that time was 
xanthomatosis (disseminated) or possible Hand- 
Schüller-Christian disease. 

Systemic inquiry revealed the presence of ankle 
edema since onset of his illness, unaccompanied 
by other complaints. Diarrhea, 
which had been present intermittently since his 
youth, was controlled by dietary methods. In- 
creased rumbling, belching, and flatus, as well as 
slight epigastric distress, accompanied the present 
illness. 

The striking abnormalities on 
examination were weakness and atrophy of the 
shoulder girdle and thigh musculature, and the 
cutaneous Subconjunctival xanthomatous 
deposits were present in both eyes. The chest, face, 
and back exhibited infiltrated, firm, brownish- 
green plaques of bizarre shape. Especially on the 
face these plaques tended to have yellowish 
borders (Figs. 1, 2, 3). Less well-defined, nodular, 
purplish, dermal infiltrates were present on the 
thighs and abdomen. Coalescence of these nodules 
occasionally formed cord-like or reticulated pat- 
terns. The original histiocytoma cutis of the right 
thigh was a very dark brown, well circumscribed, 
intracutaneous nodule with a dry, scaling surface. 


cardiovascular 


most physical 


lesions, 


Laboratory examinations performed elsewhere 
in 1954 had shown normal blood counts. Sero- 
logical reaction for syphilis and urinalysis were 
negative. Blood urea nitrogen, serum bilirubin, 
alkaline phosphatase, thymol turbidity, and electro- 
lytes showed normal values. The cholesterol con- 
tent of the serum was 140 mg. %. Radioactive 
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Fig. 2—Distribution of xanthosiderohistiocytic 
plaques on anterior aspect of patient. 


iodine uptake by the thyroid, x-ray examinations 
of the chest, pelvis, right leg, right shoulder, and 
skull, and an electrocardiogram were also normal. 

In February, 1957, his blood counts were normal 
except for a platelet count of 90,200. Urinalysis, 
blood sugar, and electrolytes, except for calcium 
which was reduced to 7.7 mg. '%, were also normal. 
Plasma proteins varied from 3.8 to 5.3 gm. %, 
with an albumin to globulin ratio of 1.1 to 2.0. 
Liver function studies gave normal results. Total 
serum lipids were 418 mg. % (N—700 mg. %). 
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Fig. 3.—Distribution of xanthosiderohistiocytic 
plaques on posterior aspect of patient, 


Phospholipids were 107.5 mg. % (N= 
%). Cholesterol ranged from 56 to 115 mg. 96 
(N=200 mg. 96). Plasma carotene level was 
35.2ug. 96 (N=over 70ug. 96). Xylose excretion 
test, sulfobromophthalein excretion test, glucose 
tolerance test, fecal fat determination, gastric and 
duodenal cytology, BMR, EKG, bone survey, and 
gastrointestinal x-ray examinations were all normal. 





Histological examinations of specimens obtained 
in 1954 and in 1957 did not differ significantly. 
Sections of skin and muscle revealed a diffuse 
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infiltrate composed of large, histiocytic cells with 
foamy cytoplasm, and small, dark, central or 
slightly eccentric nuclei (Fig. 4). The Cytoplasm 
of these cells also contained brownish pigment 
granules which stained positively for iron. Lympho- 
cytes, histiocytes, a few multinucleated giant cells, 
a very occasional Touton giant cell and increased 
fibrous-tissue proliferation were also present. This 
infiltrate was separated from the normal epidermis 
by a small band of normal collagen. The sub- 
cutaneous tissue and underlying muscle fibers were 
diffusely infiltrated by small foci of similar cells, - 
with much less fibrosis. Staining for fat was _ 
positive throughout these lesions. Bone marr 
aspiration revealed similar cellular deposits in 
spersed between normal bone marrow elements. 
In addition, there was an increase generally in 
reticuloendothelial elements, some of which had 
granular cytoplasm with indistinct margins. 
Neurological consultation confirmed the presence 
of muscle atrophy and weakness of a peripheral 
type. Gastrointestinal consultants were unable to 
arrive at any definite diagnosis regarding the low 







cholesterol, fat, and carotene values. 


On the basis of the similarity between the 
symptoms exhibited in this case and those found 
in animals deprived of vitamin E, it was felt 
that possibly a lack of this vitamin, either because 
of an absorption defect or because of storage of 
the vitamin in the fat-laden cells, might account 
for some of the symptoms. Accordingly, in March, 
1957, he received 200 mg. of vitamin E orally, 
and the following morning attested to marked 
subjective improvement in his weakness and gen- 
eral well-being. He was discharged on 400 mg. 
of vitamin E daily and followed in the outpatient 
department from March through September, 1957. 

During this period, his weight increased from 
134 1b. to 145 1b., and he continued to maintain 
subjective improvement in strength and mental 
clearness. He walked with more assurance than 
before and seemed less given to sudden mood 
changes. Surveyed objectively, the cutaneous lesions 
and muscle strength were not significantly changed. 
Roentgen ray therapy given to one lesion on the 
right shoulder had no effect. 


In September, 1957, he was unable to continue 
his engineering work and moved to a farm. In 
August, 1958, it was learned that he had fallen 
and had sustained a broken leg and a collapsed 
thoracic vertebra. He died in December, 1958, 
after a steadily declining course. No autopsy was 
obtained. A review of the roentgenograms taken 
of his hip and spine did not reveal any evidence 
of pathological fractures. 


Comment 


Disseminated Xanthosiderohistiocytosis 
(Xanthoma Disseminatum).—The term 
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Fig. 4—Histologic ap- 
pearance of cutaneous 
lesion of xanthosidero- 
histiocytosis. Note histio- 
cytic cells with abundant 
foamy cytoplasm and 
small, normal nuclei. 


has evolved to 
designate a disorder, occurring in persons 
without either elevated blood lipids or cho- 
lesterol, characterized by 
composed of 


"xanthoma disseminatum”’ 


widespread le- 
proliferated mature 
histiocytes showing cholesterol imbibition 
and accompanied by fibrosis. The skin le- 
sions occur predominantly in plaque-like 
form, often on flexor surfaces. Some sys- 
temic involvement must also be present. The 
following recorded cases fit this definition. 

An 18-year-old boy was described in 1906 
by Rhodes * as having "xanthoma multiplex 
with interesting throat complications.” Start- 


sions 
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ing at age 12, this boy developed xanthom- 
atous lesions of shoulders, 
axillae, penis, scrotum, conjunctivae, sclerae, 
corneae, tonsils, uvula, epiglottis, arytenoids, 
and larynx. Diabetes insipidus developed at 
age 14. Impotence, poor growth and denti- 
tion, absence of beard and axillary hair, 
were also noted. Tracheotomy was required 
at age 18 for laryngeal stenosis. He was 
last seen at age 22, carrying on with his job 
of driving a milk truck and in good health. 
Some of the lesions were said to have dis- 
appeared. In 1908, Pusey and Johnstone ® 
reported what seems to be the identical case 


the eyelids, 
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under the title of "Xanthoma Approaching 
the Diabetic Type with Diabetes Insipidus.” 

A similar case occurring in a boy of 7 is 
reported by Spillman and Watrin ê in 1920. 
Xanthomatous lesions were present on the 
eyelids, face, neck, shoulders, axillae, chest, 
back, abdomen, arms, legs, groin, and geni- 
talia, and were accompanied by diabetes in- 
sipidus. At the age of 15, the patient died 
of unknown causes. 

In 1924, Weidman and Freeman? re- 
ported the occurrence of xanthomatous le- 
sions in a boy starting at age 3, followed by 
transitory jaundice at age 614. By age 814 
widespread lesions of the skin and mouth. 
chronic jaundice, and diabetes insipidus 
were present. He died at age 10 after hav- 
ing developed hepatosplenomegaly and xan- 
thomatous lesions of the scalp with skull 
defects in the bone underlying the skin le- 
sions. Cholesterol determined in the blood 
at the time hepatosplenomegaly had become 
manifest was elevated to 390 mg. %. 

Necropsy revealed a vellow mass at the 
hilum of the liver blocking the hepatic ducts 
and composed of fibrous tissue, xanthoma 
cells, and a diffuse lymphocytic infiltrate. 
Similar xanthomatous deposits were found 
following the trabeculae of the lungs, in 
the scalp tumors, in the skin lesions, and 
along the infundibulum extending from the 
tuber cinereum to the pituitary. 

This case was originally reported as one 
of xanthoma tuberosum and was subse- 
quently cited by Lane and Smith 8 as an 
instance of Hand-Schüller-Christian disease. 
The clinical appearance and location of the 
lesions speak against a diagnosis of primary 
hypercholesteremic xanthomatosis. The high 
cholesterol was most likely secondary to the 
presence of manifest hepatic involvement. 
Such involvement by lesions of fibrous 
xanthoma is not unknown.*1° Certainly 
widespread xanthomatous lesions and hy- 
percholesterolemia may occur after blockage 
of the biliary tree by any cause,!'-'? and this 
may have been the cause of the sudden flare- 
up at age 814 years. 

The Hand-Schüller-Christian disease type 
of reticuloendotheliosis is effectively ruled 
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out by the histologic findings in this case, 
since no proliferation of abnormal reticulo- 
endothelial cells was present. Proliferation 
of such cells with large nuclei and pleomor- 
phism of form is a constant feature of 
Hand-Schüller-Christian disease. This fea- 
ture sharply contrasts with cases of xan- 
thoma disseminatum where only proliferation 
of histologically normal histiocytes is found. 
Although on occasion it seems to have been 
so assumed, the diagnosis of Hand-Schüller- 
Christian disease is not necessarily estab- 
lished by the simultaneous presence of 
xanthomatous lesions and bone defects. Even 
in classical hypercholesteremic xanthomato- 
sis, bone lesions underlying tuberous xan- 
thomatous lesions have been reported.!* The 
diagnosis of Hand-Schüller-Christian retic- 
uloendotheliosis was also advanced retro- 
spectively and most likely erroneously for 
the case of Pusey and Johnstone in a review 
by Horsfall and Smith. Weidman and 
l'reeman's case has been reported several 
times.197? The point to be emphasized here 
is the need to demonstrate the proliferation 
of atypical histiocytes in order to establish 
a diagnosis of a reticuloendotheliosis such as 
Hand-Schüller-Christian disease. 


In 1925, Turner, Davidson, and White 2° 
reported a 22-year-old girl with xanthom- 
atous lesions of the face, neck, axillae, 
arms, trunk, and bronchi for three years, 
accompanied by diabetes insipidus. Necropsy 
after death from bronchial obstruction re- 
vealed involvement of the tongue, palate, 
tonsils, larynx, trachea, bronchi, lungs, 
pituitary, and stomach wall. Fibrosis of the 
pancreas may have accounted for the slight- 
ly elevated cholesterol of 250 mg. %. 

Finney ! in 1931, reported a case starting 
at age 23 with xanthomatous lesions of the 
axillae, spreading to involve the eyelids, chin, 
lips, neck, trunk, groin, scrotum, pharynx, 
and larynx, and followed in one year by 
diabetes insipidus. Tracheotomy was done at 
age 27 years. X-ray therapy did not affect 
these lesions. All blood chemical determina- 
tions and x-ray studies were normal. This 
patient later died and is reported to have 
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had involvement of the kidneys, hypophysis, 
and tuber cinereum.” 

The following year, Finney, Montgomery, 
and New? added the case of a 42-year-old 
man with xanthomatous lesions of the face, 
axillae, neck, and antecubitals since age 35. 
Diabetes insipidus and lesions of the cornea, 
mouth, larynx, and trachea subsequently 
developed. Cholesterol and total fat values 
were low normal. 

G. B. Dowling ?! in 1934 reported a wide- 
spread, but discrete, xanthomatous eruption 
in a 21-month-old infant. Dr. Tate, in dis- 
cussing this case, described a case of his 
own with a similar eruption and diabetes 
insipidus, and states that Dr. Dowling's 
child was also said to be very thirsty. Cho- 
lesterol is given as 155 mg. 96. There is 
some question whether this case might have 
been nevoxanthoendothelioma. 

Weidman and Schaffer ** reported the 
autopsy findings in a man with xanthom- 
atous lesions of the eyelids, nose, chin, 
axillae, arms, trunk, and groin beginning at 
age 20. Laryngeal lesions and diabetes in- 
sipidus later developed. A superimposed 
carcinoma of the stomach was found as the 
cause of death which occurred 11 years 
after the onset of the skin lesions. The pons 
and cervical cord showed spindle, lymphoid, 
and plasma cells indicative of a fibrosed or 
regressive xanthoma. Cholesterol determina- 
tions had varied from normal to slightly 
elevated to normal again. 

Two more cases in the Mayo Clinic series 
were added by Montgomery and Osterberg ? 
in 1938. Widespread skin involvement was 
accompanied by mucous membrane lesions 
and diabetes insipidus. Both patients had 
normal serum cholesterol levels. The authors 
defined the xanthoma disseminatum syn- 
drome in terms of these cases as presenting 
xanthomatous lesions of the skin and mucous 
membranes, and diabetes insipidus. They 
definitely excluded any connection with the 
syndrome of Hand-Schüller-Christian. 

Another case was reported by Frank and 
Weidman in 1952 ?? occurring in a 72-year- 
old woman. Over a two-year period, numer- 
ous plaques ulcerated and eventually led to 
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her death. No mucous membrane lesions or 
diabetes insipidus were present. Serum cho- 
lesterol was 145 mg. 96. Autopsy revealed 
involvement of skeletal muscles, one ovary, 
and the pericardium as well as the skin. 

O. Braun-Falco and F. Braun-Falco ** 
added the most recent case, developing in a 
child of 3, with xanthomatous lesions of the 
skin and mucous membranes and accom- 
panied by diabetes insipidus. 

These cases, with ours, form a definite 
group which is characterized by the clinical 
picture of widespread, benign histiocytic 
tumors. The most common locations of these 
tumors are the skin, mucous membranes, 
and tuber cinereum. In all cases these histio- 
cytes can be shown to have imbibed fat, and 
in our case, at least, also iron. 

Hyperlipemia and hypercholesterolemia 
are not present, and therefore can not be 
indicted as a factor in the production of 
these lesions. The term "xanthoma dissemi- 
natum" tends to imply a causal relationship 
between lipid metabolism and the lesions, a 
relationship which probably does not exist. 
On the evidence available at present, it 
would be preferable to consider the lesions 
as histiocytic proliferations which have sec- 
ondarily phagocytosed fat and/or iron. For 
this reason the name "disseminated xantho- 
siderohistiocytosis" has been proposed. 

Histiocytoma Cutis.—A relationship to lo- 
calized histiocytoma cutis (nodular subepi- 
dermal fibrosis) was immediately suggested 
in our case by the rather typical histio- 
cytoma of the right thigh which signalled the 
onset of the more disseminated lesions which 
followed. Both clinically and histologically, 
individual lesions of histiocytoma and dis- 
seminated xanthosiderohistiocytosis may be 
indistinguishable. An investigation of the 
published reports dealing’ with histiocytoma 
showed that even this ordinarily benign, 
localized lesion, may on occasion show a 
variable capability for dissemination. A short 
review of this evidence follows. 

Histiocytoma cutis (nodular subepidermal 
fibrosis), has long been recognized clinically 
as a slowly developing, circumscribed, be- 
nign, intradermal, firm papule or nodule. 
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Usually round to oval, it is often only 
scarcely elevated and varies widely in color 
from pale yellow or ivory through various 
mixed shades of red and brown to almost 
blue-black. Scaling may occur, but a smooth 
surface is the rule. Most often the extrem- 
ities are involved, but no part of the body 
is exempt. These tumors usually do not 
appear before early adult age, but Michel- 
son, and Traub and Monash? have re- 
ported finding them in children. Subjective 
symptoms are usually absent. Single tumors 
are most common, but several lesions, or 
even such widespread involvement as that 
described recently by Panja and Chaud- 
hari ^* may occur. Insidious in onset, they 
usually grow to a size of less than 2 cm. 
and thereafter remain stationary, Spontane- 
ous involution has been recorded, however, 
by Arning and Lewandowsky,?8 and by 
Ebert.?5 

The original stimulus for the production 
of these lesions has most often been con- 
sidered to be an injury of superficial and 
usually unnoticed nature. However, in only 
a small percentage of cases has a history 
of an antecedent injury been obtainable,29.20 
and even Michelson, who proposed the in- 
flammatory nature of the nodules, remarked 
that "in no patient I have interviewed was 
there a history of antecedent inflammation, 
suppuration, or any etiologic factor of im- 
portance.” Gross and Wolbach*! regarded 
them as sclerosing hemangiomas, but no 
proven antecedent simple hemangiomas have 
been recorded, nor does the histology in 
most instances support this view. No ab- 
normality in blood lipids has been recorded 
in these cases. The etiology of the lesions 
remains unknown. 

The histopathological features of this le- 
sion were described by Unna ê? in 1896 as 
an intradermal, collagenous proliferation of 
a circumscribed, but nonencapsulated, type. 
In the more diffuse types, a tendency toward 
localization around blood vessels and ap- 
pendages was noted as well as collections 
of spindle cells around neighboring blood 
vessels. Elastic tissue is decreased or absent 
in the lesions, Arning and Lewandowsky 
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(1911)°* noted that the epidermal changes 
depended on the level of the lesion and that 
either acanthosis or flattening of the rete 
ridges might be present. 

In 1931, Woringer?? first noticed the 
presence of cholesterol in these lesions, with 
groups of cells containing small, round, or 
oval nuclei. He proposed a relationship be- 
tween this lesion and xanthoma. Traub and 
Monash ë discussed 10 cases affirming the 
dense, cellular character of some of the le- 
sions, the loss of elastic tissue, and the 
atrophy of skin appendages. X-ray therapy 
was found to be completely ineffectual, an 
observation. confirmed by subsequent au- 
thors. Michelson ?? quoted Bell's description 
of these tumors as "subepidermal or sub- 
dermal fibrosis," and proposed the initial 
infammatory nature of the lesion. In the 
same year Sezary and Levy-Coblentz ?* re- 
ported three cases in which the definite 
transition from histiocytoma with fusiform 
cells lying in fascicles between the collagen 
bundles, to xanthoma with lipid filling these 
histiocytes, could be easily followed. The 
study by Senear and Caro?? of 25 cases 
(1936), using colloidal iron injected before 
removal of the lesions, proved conclusively 
the histiocytic nature of the lipid-containing 
cells. Fifteen of the cases contained fat. Six 
of the remaining ten showed phagocytosis 
of injected iron despite the lack of stainable 
lipid and, therefore, were also histiocytic 
tumors. 

In 1941, Stecker and Robinson ?? noted an 
increase in endothelial cells in the lesions. 
Of further interest in this report is the pub- 
lished photomicrograph of a lesion showing 
definite invasion of the underlying muscle by 
the tumor. The gradual pinching off of 
blood vessels by surrounding fibroblasts and 
endothelial proliferation is described by 
Gross and Wo!bach.?! Of 67 lesions ex- 
amined by these authors, 40 contained fat, 
28 contained iron, and 18 showed giant cell 
formation. 

Arnold and Tilden? noted the progres- 
sion of these lesions from pure fibromas to 
tumors indistinguishable from typical xan- 
thomas with foam cells and Touton giant 
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cells. Rentiers and Montgomery’s ?? report 
of 100 cases indicated an incidence of 35% 
for tumors containing reticuloendothelial ele- 
ments. These were invariably close to, or 
surrounding, a blood vessel. Panja and 
Chaudhari’s case also showed muscle invasion 
in the photomicrograph and was an instance 
of questionable. spontaneous involution of 
these lesions. 

Two cases of questionable malignancy 
have been reported as arising in such lesions. 
That of Dupont? showed bizarre, multi- 
nucleated giant cells compatible with reticulo- 
histiocytic granuloma histologically, rather 
than with histiocytoma. Gougerot’s case ** 
showed clinical enlargement and local ulcera- 
tion. The histology was compatible with a 
benign dermatofibroma and it would seem 
that local growth and ulceration can occur 
in these nodules. 

It is clear from the foregoing reports that 
the proliferation of mature histiocytes, with 
or without ingested material, plays the major 
part in the formation of these lesions. A 
reasonable assumption might be that those 
lesions which essentially contain only fibrous 
tissue represent end-stages following the 
earlier histiocytic proliferation. It is also 
clear that such proliferation need not stop 
at involvement of the skin alone, but can 
rarely extend deeper to involve underlying 
muscle. Clinically these tumors may be quite 
numerous and may exceptionally even ul- 
cerate, As would be expected from a lesion 
composed of rather mature elements, x-ray 
therapy does not affect them. Spontaneous 
involution, however, may occur. Histio- 
cytomas presumably represent a reactive 
hyperplasia of the reticuloendothelial ele- 
ments of the skin to some stimulus, either 
external or internal. The site of this reaction 
may occasionally be triggered by trauma. 
The mature histiocyte would seem to be the 
target of the stimulation in this disease, as 
in disseminated xanthosiderohistiocytosis. 

Reticulohistioc ytoma.—Reticulohistiocyto- 
ma, recently reviewed by Montgomery,?? 
would seem to belong to this same general 
category of reticulohistiocytic reactive pro- 
liferations. The essential phagocytic nature 
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of the cells forming these lesions has been 
demonstrated by Caro,'? using the saccha- 
rated iron injection technique, followed by 
biopsy 48 hours later. In this condition, 
nodules may be localized in the skin or may 
involve joints and internal organs. Spon- 
taneous regression may occur. In extent 
and severity of disease, this entity falls 
somewhere between banal benign histiocy- 
toma and the grave disorder, disseminated 
xanthosiderohistiocytosis. 

Histologically, an outstanding feature is 
the presence of giant cells with many nuclei, 
all of which are uniform, pale-staining, fair- 
ly large, and contain prominent nucleoli. No 
fat is present in these lesions, but micro- 
incineration in Caro's case did show the 
presence of large amounts of iron in the 
cells. This iron was presumed to be or- 
ganically bound, since it did not stain with 
the usual iron stains. The lack of phagocy- 
tosis of stainable iron and fat by the cells 
in these lesions is noteworthy in contrast to 
the histiocytes in histiocytoma, which may 
contain fat and/or stainable iron; those in 
so-called xanthoma disseminatum, which 
may either contain only fat, or, as in our 
case, both fat and stainable iron, and those 
in nevoxanthoendothelioma, which contain 
only fat. 

Despite rather unique features such as 
poor phagocytic activity and extensive for- 
mation of giant cells, the lesions of reticulo- 
histiocytoma essentially consist of benign 
reticuloendothelial or histiocytic elements 
which have proliferated. In this respect, at 
least, this entity can be grouped with the 
two disorders previously described. 

Nevoxanthoendothelioma (Juvenile Xan- 
thogranuloma).—Although nevoxanthoendo- 
thelioma has quite special features, it still 
may be grouped with other disorders show- 
ing proliferation of normal-appearing histio- 
cytes. 

Since the original description of this 
entity in 1909 by McDonagh *' the charac- 
teristic histology has been a subject of dis- 
pute. Initially this lesion was considered 
a connective-tissue nevus. Numerous investi- 
gators have demonstrated that a proliferation 
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of endothelial and/or histiocytic cells is of 
prime importance. Recently even the benign, 
localized, clinical course of the disease has 
been questioned. 


_ Cases exhibiting a typical clinical course 
of one or several yellow-orange-brown, 
small, discrete papules of firm consistency, 
appearing on the head, face, and trunk of an 
infant and spontaneously disappearing over 
the course of a few years, leaving only a 
'glazed' area, have been described by Mc- 
Donagh,*'-*? Winfield,*? Jacoby and Grund,** 
McGraw,* Senear and Caro,*$$ Newman,* 
and Crocker (Cases 2, 3, 4, 5).48 No blood 
cholesterol elevation has been noted. 


The main histological feature is a prolif- 
eration of both endothelial cells and histio- 
cytes. The differentiation from histiocytoma 
cutis depends on the presence of endothelial 
giant cells and lymphocytic mantling of the 
blood vessels, giving a granulomatous ap- 
pearance to the lesion. The amount of fat 
phagocytosed by the proliferating histiocytes 
varies greatly, and histiocytes forming 
clumps of cells with ill-defined, slightly 
foamy cytoplasm, typical xanthoma cells or 
Touton giant cells may be found. In some 
cases, the differentiation histologically from 
histiocytoma cutis or xanthoma may be im- 
possible. 


In regard to the light these lesions may 
shed on the basic process of histiocytic 
proliferation, the cases exhibiting atypical 
features are of more interest, both clinically 
and histologically, than the more usual, 
self-limited disease described above. Among 
the atypical features which have been de- 
scribed, the following are of interest: 

The cutaneous lesions may persist in- 
definitely, as reported by Kóbner *? and by 
Wise (Case 2).°° A case starting at age 23 
has also been reported by Wise (Case 1).7? 

In the original case of McDonagh, a le- 
sion of the eyelid was found to be invading 
the orbicularis palpebarum muscle in much 
the same manner as is occasionally seen 
with xanthelasma. Eye involvement has been 
reported by Blank et al.,?! by Newell,?? and 
by Ellis.55 The skin lesions in the case re- 


Halprin—Lorincz 






The lesions remained stationary and the A 












ported by Blank revealed invasion up ni 
subcutaneous fat. | E. 

Involvement of the lower lip was s reported 
by Bizzozero?* and of the hard palate by. 
Crocker (Case 1).48 In a study of 53 ca ses. 
by Helwig and Hackney, one infant was - 
found to have lesions of the testis and 1 ing 
at autopsy. E^ 

Lamb and Lain ë reported the case of a 
infant with almond-sized tumors of th e 
body, scalp, and lungs, accompanied by " 
hepatomegaly. These lesions eme 
regressed, Histological specimens taken a 
various ages revealed a progression from a 
infiltrate composed of rounded or voire 
cells with well-defined nucleus and 
cytoplasm with an ill-defined cytoplasmic | 
membrane lacking giant cells and fat, 
through a xanthomatous stage, to a mor e 
fibrotic, involuting stage. * 

Crocker (Case 8)48 described cutaneous - 
xanthomatous lesions accompanied by hep- | 
atosplenomegaly, lymphadenopathy, and a 
diffuse chest disease in a child of one year. ; 
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child was in good health three years later. - "n 
In Jacoby and Grund's case the skin le- — 
sions were accompanied by changes in the - 
peripheral blood picture with increased yma 
phocytes and monocytes. The latter were = 
abnormal in form as well as number. E 
Recently we have had the opportunity of — E 
following a 11-year-old girl resembling _ 
Case 8 of Crocker, but presenting leukemoid — 
hematologic chaupes of the peripheral blood - 
and bone marrow. gi 
Freud et al in 1954 reported the case 3 
of a 2-year-old child with xanthomatous — 
lesions of the scalp and skin, who subse- a 
quently developed lung infiltration, nepoti 
splenomegaly, and a peripheral blood and - 
bone marrow picture of myeloid leukemia — 
with a downhill course terminating in death | 
at age 514. At autopsy, aside from polygonal 
cells like those of nevoxanthoendothelioma, 
undifferentiated cells containing a foamy 5 
cytoplasm, giant megakaryocyte-like forms, 
atypical giant cells, multinucleated cells with — 
"mirror image" nuclei, and extramedullary ' É 
myeloid and monocytoid hematopoiesis were 4 
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fot ? nd invading many organs. The literature 
lating to “leukemic xanthomatosis” is re- 
Biewed in this paper and the argument 
dvanced that the, stem cell or primitive 
mesenchymal cell, if stimulated to prolifer- 
‘ate, is capable of developing in either a 
a lectie and fibroblastic direction, or to- 
ward blood-forming cells, or in both direc- 
| t tions. 


7 


5. 
Y: 
A 
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. The relationship of this disease to the 
others described in our paper is problematic. 
dr its usual form, the comparative histology 
d is strikingly similar, and the clinical course 
quite benign. Unusual cases with similar 
Be logic findings may form quite bizarre 
and widespread tumors, or the histologic 
Picture may include a mixture not only of 
Ka ologically benign but also of very aber- 
fri nt cells, as illustrated by the last case. 
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E there is some relationship of cases 
"such as Freud's to both the benign histio- 
he ic proliferations and to the reticuloendo- 
$ elioses, 
~ Reticuloendothelioses (e.g., Hand-Schiiller- 
- Christian Disease).—The differentiation of 
xanthoma disseminatum from the reticulo- 
-endothelioses has already been discussed. 
"Pleomorphism of the proliferating reticulo- 
endothelial cells is always present to some 
E extent in this disease. These cytologically 
| atypical mesenchymal cells evoke a more 
ig anulomatous and cellular reaction in their 
proliferation, so that a picture is produced 
which borders on the malignant. They do 
‘not show the fine admixture of young fibers 
and foam cells that occurs in the more ma- 
ture histiocytic lesions. In those cases ex- 
hibiting widespread papular lesions to which 
t e term xanthoma disseminatum has been 
- Sometimes applied in the past, the same 
histological differentiation can always be 
= found. Another indication of cellular imma- 
. turity is the rapid response to x-ray therapy 
in these lesions, a method of treatment 
— which has no effect on the lesions of ordi- 
2 nary xanthomas, histiocytoma cutis, xan- 
= thoma disseminatum, reticulohistiocytoma, or 
. nevoxanthoendothelioma. 
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Summary 


A case of disseminated xanthosiderohistio- 
cytosis (xanthoma disseminatum) presenting 
the unique features of phagocytosis of iron 
by the proliferating histiocytes, focal wasting 
of skeletal muscle, and bone marrow involve- 
ment is described. The literature has been 
reviewed to collect other cases of a similar 
nature, and to point out the existence of 
this entity as a disease distinguishable from 
the ordinary xanthomas and from other 
reticuloendothelial or histiocytic disorders. 
The primary pathological process is a pro- 
liferation of cytologically benign histiocytes, 
occurring most commonly in the skin, mu- 
cous membranes, and hypothalamus. These 
cells always contain fat, and occasionally, 
iron. No elevation of the serum lipids or 
cholesterol is present. 
Other diseases, i.e., histiocytoma cutis, 
reticulohistiocytoma, nevoxanthoendothelio- 
ma, and the reticuloendothelioses, having as 
their basis the proliferation of reticuloendo- 
thelial or histiocytic elements which actively 
phagocytose fat and/or iron, have been re- 
viewed in relation to xanthosiderohistiocyto- 
sis. In contrast to the reticuloendothelioses, 
histiocytoma cutis, reticulohistiocytoma, and 
nevoxanthoendothelioma all consist of a 
histologically benign process of reticuloendo- 
thelial or histiocytic proliferation, and all 
may exist clinically in a purely localized or 
a more disseminated form. Despite this, all 
are very well-defined entities, and in the 
usual case, diagnosis is not difficult. Atypical 
cases stressing the basic similarities or pos- 
sible relationships between these entities 
have been discussed. The endothelial cell, 
reticulum cell, and histiocyte are all derived 
from the primitive mesenchymal or stem 
cell. It is, therefore, more surprising that 
such well-defined entities do exist, than that 
rare cases exhibiting features common to 
more than one should occur. 

Dr. Allan L. Lorincz, Section of Dermatology, 
Department of Medicine, The University of 
Chicago (37). 
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Pityriasis Alba E 
A Ten-Year Survey and Review of the Literature E 
BENJAMIN T. WELLS, M.D.; HENRY J. WHYTE, M.B., Ch.B., and i 0 0M 
ROBERT R. KIERLAND, M.D., Rochester, Minn. DT 
So-called pityriasis alba is not a new con- cept for occasional mild pruritus. It hara 3 


dition. For years articles and reports of 
cases have appeared in dermatologic jour- 
nals and texts describing superficial, scaling, 
nummular lesions with residual hypopig- 
mentation, occurring principally on the faces 
of children. Various descriptive names have 
been used: pityriasis streptogenes, pityriasis 
corporis, pityriasis simplex faciei, erythema 
streptogenes, impetigo furfuracia, chronic 
impetigo, achromia parasitaria, pityriasis 
sicca faciel, dartre volante, achromatous 
pityriasis faciei, pityriasis alba faciei, and 
pityriasis alba. The earliest description in 
the American literature is a group of cases 
presented by Fox?? in 1923, 1924, and 
1925. He was unable to account for the 
condition or to give it a name. From clinical 
descriptions, it would seem that all of the 
reported cases refer to the same condition 
or variations of the same condition which 
O'Farrell* the most recent author on the 
subject, prefers to call “pityriasis alba." 
Clinically, pityriasis alba is characterized by 
superficial lesions consisting of roughly 
round to oval patches, which are 0.5 to 5 cm. 
(occasionally larger) in diameter, white to 
light pink, and scaly, the scales being fine 
and adherent. The lesions are usually sharp- 
ly marginated and the borders erythematous 
and elevated slightly above the normal skin. 
The condition is usually asymptomatic ex- 
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been agreed generally by previous authors - 
that the lesions are limited usually to the 
face and neck, although lesions raro may — 
appear elsewhere. E 


Review of the Literature 


Although pityriasis alba is a relatively | 
common skin disorder, the literature on the — 
subject is limited, probably because it is | 
primarily of cosmetic importance and be- : 
cause the symptoms are so slight that most — 
patients fail to seek medical attention. Dobes — 
and Jones? pointed out a high incidence — 
of occurrence in the southern United States, — 
particularly among the Negroes, and O'Far- E 
rell* found it to be extremely common in : 
the southwest. Wise? stated in a discussion |. 
following Fox's presentation of three cases - 
that most Negro children in New York © 
would show some such lesions if examined ' 
thoroughly. It was pointed out by Tasi i 
that it is a common skin disease in many - 
countries. Most authors agree that the con- 
dition is seen most commonly among the ^ 
Negro race but give no statistics on the E 
incidence or on the ratio of Negro to white - 
patients. 3 

It is also generally agreed that the condi- - 3 
tion is found almost entirely in preadoles- - 
cent children, although it has been reported 
in adults. O'Farrell * found that in most ` 
instances the lesions cleared at pana 
Brand and Tas? and also O'Farrell* re- | 
ported a higher incidence of occurrence 4 
among males. 3 

Contrary to the general impression that _ 
lesions were limited to the face and. neck, 
Pardo-Castello and Dominguez? reported 
four cases of generalized lesions to which 
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4 E they gave the name of achromia parasitaria. 
E and Jones? also mentioned rare gen- 
- eralized lesions for which they retained the 
~ name "achromia parasitaria," while prefer- 
E ring the term, “erythema streptogenes," for 
_ lesions limited to the face and neck. We do 
. not consider either term to be useful, for 
- reasons which we shall mention. 
A definite etiologic agent for this condi- 
. tion has never been determined. Many 
— views have been proposed but none substan- 
t. tiated. Unna !? considered it to be a form 
- of seborrheic eczema. Sabouraud, Gougerot, 
. Milan, and Darrier !! considered it to be an 
. abortive form of impetigo. Haxthausen '? 
^ -considered the lesions to be due to strepto- 
cocca] organisms on the basis of positive 
 čultures and the clinical appearance of the 
lesions. Dobes and Jones? also held this 
E view and suggested that staphylococcal or- 
e isms might play a role as well. Sulz- 
erger and Baer !? perpetuated the idea that 
Es called furfuraceous impetigo is a form 
= of superficial streptoderma, grouping it with 
— the impetigos, a view also held by Adam- 
- son. Pautrier ? classified it as an atypical 
p of lichen scrofulosorum. Pardo-Cas- 
. tello and Dominguez? reported that they 
-had found aspergillus organisms in cultures 
from 6 of their 36 patients, although Dobes 
E and Jones? and Fox! did not consider this 
common contaminant to be of etiologic sig- 
— nificance, a view with which most authors 
— (including ourselves) seem to be in accord. 
—— Bacarini and Diniz !5 were unable to demon- 
|. strate cocci or fungi, proposing vitamin de- 
- ficiencies as a possible causative factor. 


y 


Lack of cleanliness was suggested as a 
— factor in some cases by Brand and Tas, 
— while Gaul and Underwood ™ thought that 
- atmospheric influences and high barometric 
pressure might play a role. Tas * considered 

unknown nutritional factors to be etiologic. 
© Focal infection (tonsils and adenoids) was 
- demonstrated in nine patients by Schmidt +° 
who felt that this might be related to the 
eruption. O'Farrell* found that the condi- 
- tion tends to fade in the winter and to 
become intensified in the summer, and he 
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proposed seasonal variation and exposure to 
the sun as major etiologic factors. He con- 
cluded, however, that pityriasis alba is an 
eczematization with multiple causes. 
Histologic descriptions of pityriasis alba 
in the literature are infrequent, only two of 
the previously mentioned papers including 
reference to biopsy specimens. Weidman * 
reported on lesions of two months’ duration, 
which he described as epithelial hyperplasia 
with disappearance of all pigment (Negro 
patient) and a moderate perivascular round- 
cell infiltrate, together with high-grade ede- 
ma of the epidermis, slight edema separating 
collagen of the upper corium, and some 
perivascular lymphocytic infiltrate. Weidman 
held that the depigmentation was of a post- 
inflammatory nature. O'Farrell * stated that 
“a typical slide" of this condition showed 
fragmented parakeratosis and slight acan- 
thosis of a platelike type with a small 
amount of edema. In the corium he found 
only minimal lymphocytic infiltration. close 
to the base of the epidermis. 
findings, one would conclude that pityriasis 


alba does not have a specific histologic pic- — 


ture. 


Present Study 


During the past year, eight patients were seen 
at the Mayo Clinic who had lesions diagnosed as 
pityriasis alba but who were characterized by the 
following distinctive features: (1) all but two were 
adults, (2) all had generalized lesions (Figs. 1 
and 2), and (3) all were white persons. 


These cases were considered worthy of special 
study and presentation and prompted an investi- 
gation of the records of all patients to whom the 
diagnosis of pityriasis alba had been applied at 
this institution during the past 10 years (1950 to 
1959, inclusive). Sixty-seven cases were found, 
although it should be noted that in the majority 
of them the diagnosis of pityriasis alba was an 
incidental recording, and detailed descriptions were 
not always made. We are sure also that the diag- 
nosis was not recorded in all instances. In all 
histories, however, sufficient information was avail- 
able to justify inclusion in this survey. Histologic 
specimens were studied in 3 cases and satisfactory 
follow-up studies on 32 patients were obtained at 
intervals of 1 to 9 years since the original diag- 
nosis was made at this clinic. 
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Fig. 1 (Case 1).—Non- 
specific scaling macules 
on arms and chest of 
10-year-old boy of two 
weeks' duration. 


Results 

A 10-year survey (1950 to 1959, inclu- 
sive) of the 67 cases of pityriasis alba en- 
countered at the clinic showed 37 female 
and 30 male patients (Table 1). Most of 
the 45 patients whose age at onset of the 
disease was given were 15 years of age or 
lhe season of onset, recorded in 33 


less. 


Fig 2 (Case l)—Lesions on legs. Note ery- 
thematous, slightly raised borders. Potassium hy- 
droxide preparations were negative. 
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instances, was as follows: summer in 36%, 
winter in 36%, spring in 24%, and fall in 
4%, 
fungus were used in 40 cases but the results 
Cultures for 
fungus, carried out in 10 cases, also gave 


Potassium hydroxide preparations for 
were indicated as negative. 


negative results. Cultures for bacteria, car- 
ried out in 10 cases, showed Staphylococcus 
aureus in one case and nonpathogenic staph- 
ylococci in two cases; the cultures in the 
other seven cases were negative. 


Histologic Aspects 


Microscopic examination of cutaneous 
punch biopsies performed on three patients, 
11, 23, and 51 years of age, respectively, 
showed a nonspecific histologic pattern, 
Consistently present were varying degrees 
of hyperkeratosis and parakeratosis without 
distinctive features. Mild acanthosis was 
present in the two younger patients, while 
a mild degree of epidermal thinning in the 
older patient was within physiologic limits. 
Silver nitrate staining showed pigment to be 
present, although in reduced amounts in the 
basal layer of the younger patients, while 
there was no pigment demonstrable in the 
epidermis of the 51-year-old patient. Prom- 
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TABLE l.—Pertinent Data on Pityriasis Alba Encountered at 
Mayo Clinic Over Ten- Year Period (67 Patients) 








Age at Onset Area of Involvement 
Sex Years VA Location % 
F (55%) 0- 5 36 Face only 60 
6-10 32 Face, neck, arms, 
or shoulders 21 
M (45%) 11-15 13 Isolated lesions not 
on face 6 
Over 15 19 Generalized 13 s 























inent in all biopsies was moderate dilatation 
of the vessels of the papillary and upper 
B reticular dermis, combined with a well- 
. localized perivascular infiltrate comprised 
. mainly of round cells and moderate upper 
. dermal edema. Appendages were normal 
and connective-tissue stains showed no ab- 
x normality in the collagen or elastic fibers. 
_ There were no changes in the subcutis. The 
sections were reviewed by special and gen- 
e ral pathologists at the clinic and it was 
agreed that no diagnostic pattern was ap- 
E arent, the changes being consistent only 
with a "nonspecific dermatitis." 


= E 
E 


E ` = 


Follow-Up Studies 


= Table 2 shows the subsequent course of 
. 32 patients in terms of age groups. Topical 
_ therapy in use at the time of clearing in- 
. cluded the following substances: petrolatum, 
- 596 ammoniated mercury in petrolatum, 
; E" crude coal tar in petrolatum, Whitfield's 
- ointment (benzoic and salicylic acid oint- 
y E men) and Myconef * ointment. Two patients 
E were not receiving treatment at the time of 
| clearing. Topical therapy used for persist- 


1 |. * Neomycin, gramecitin, mycostatin, and fludro- 
— cortisone. 


Vv 1 l Age, (Years) 


ent lesions included petrolatum, 5% salicylic 
acid in Aquaphor, 5% sulfur in rose water 
ointment, U.S.P., 5% coal tar solution, 
U.S.P. in Lubriderm,$ and 5% ammoniated 
mercury in petrolatum. Time interval be- 
tween the diagnosis of pityriasis alba, be- 
ginning of therapy, and clearing of the 
lesions could not be satisfactorily deter- 
mined. Most patients were unsure of the 
exact time of clearing. Of the 14 patients 
whose lesions had persisted, 10 complained 
that their lesions were aggravated by winter 
weather and “dry skin,” while four com- 
plained that the summer sunshine was an 
exacerbating factor. 


Report of Cases 


The following cases of generalized in- 
volvement are considered worthy of brief 
individual reports. 


Case 1—A 10-year-old boy, first seen at the 
clinic in November, 1958, presented discrete, scal- 
ing, pink macules 2 to 3 cm. in diameter over the 
entire body with the exception of the face. Le- 


+ Hydrophilic ointment base containing alcohols 
and esters of cholesterol in aliphatic hydrocarbons. 

t Cholesterin, Felba Absorption Base, petrolatum, 
sorbitol, triethanolamine, stearic acid, butoben, 
cetyl alcohol, distilled water. 


E TABLE 2.—Follow-Up Studies on 32 Patients with Diagnosis of Pityriasis Alba 


Status of Lesions at Follow-Up 








No. Patients Improved Unchanged Cleared 
a 0- 5 7 3 2 2 
E 6-10 9 2 0 7 
E : 11-15 7 2 1 4 
A Over 15 9 2 2 5 
5 Total 32 9 (28.1%), 5 (15.6 %) 18 (56.3 %) 
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sions had been present approximately one vear 
and had failed to tan during the preceding sum- 
mer. A sudden increase in the number of lesions 
had occurred two weeks prior to the first con- 
sultation. Mild pruritus had been the only symp- 
tom. No personal or family history of allergy 
and no ingestion of any drug was reported. 
Fungous studies gave negative results. The studies 
included use of a potassium hydroxide prepara- 
tion, Wood's light examination, and culture on 
enriched medium containing chloromycetin. Bac- 
terial culture revealed Staphylococcus aureus. A 
bland lubrication was prescribed for topical use. 
Complete clearing was reported after one month 
without recurrence to the time of this writing 
(Figs. 1 and 2). 


Case 2.—An 11-year-old boy was first seen at 
the clinic in November, 1958. His major problem 
was congenital heart disease. He had a 10-year 
history of pink, raised, scaling patches on the 
upper portion of the trunk and extremities even- 
tuating in hypochromic scaling macules. New le- 
sions appeared only in winter. A diagnosis of 
achromia parasitaria had been made elsewhere and 
topical therapy and oral doses of vitamin A had 
been used without benefit. At the time of exami- 
nation the patient had lightly scaling, hypo- 
pigmented, round to oval patches with ill-defined 
borders on the upper part of the trunk and on 
the arms and legs. Fungous studies gave negative 
results. Topical use of a bland lubrication was 
prescribed. The lesions persisted through the winter 
(1958) with complete remission during the summer. 


CaAsE 3—A 19-year-old girl first seen at the 
clinic in December, 1958, had a four-year history 
of pale pink, slightly pruritic macular lesions on 
the forearms, arms, chest, and back, with failure 
of the lesions to tan in the summer. Examination 
showed hypopigmented macules in the described 
areas. Fungous studies gave negative results and 
bacterial culture showed nonpathogenic species of 
Staphylococcus. Treatment for ringworm had been 
given previously without benefit. Bland lubrica- 
tion was prescribed and the patient improved but 
the condition has never cleared completely. 

Case 4.—A 23-year-old nurse had a six-year 
history of mildly pruritic, white, scaling patches 
on the extensors of all extremities. The patches 
were more extensive in the winter, but hypopig- 
mentation was more apparent in the summer. 
Fungous studies gave negative results as did bac- 
terial cultures. Biopsy of a patch showed non- 
specific dermatitis. Topical application of a bland 
lubricant was prescribed. The lesions cleared in a 
short time but have recurred periodically to the 
time of this report, being precipitated each time 
by excessive dryness of the skin. They have 
cleared again with lubrication, The last recur- 
rence was in June, 1959. 


Wells et al. 
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Case 5.—The chief complaint of a 25-year-old d 
housewife was hypochromatic scaling macules € o 
uncertain duration scattered over the trunk and 1 
extremities. Some central clearing was eviden 
suggestive of tinea corporis, but fungous stud ol 
gave negative results. Half-strength Whitfield's. 
ointment was prescribed but the patient discon- 
tinued its use after five days because of lack of 
response. However, when she returned one month 
later, the lesions had completely resolved and at. 
the time of the last report they had not recurred, | 

Case 6.—A 29-year-old man, first seen at the 
clinic in December, 1958, reported a one-year his- 
tory of asymptomatic, scaling, hypopigmented 
macular and annular lesions on the upper d. 
lower extremities, The results of fungous studies | 
were negative. Bland lubrication was prescribed. 
Three months after use of the lubricant was. 
started the lesions cleared and have not recurred d. 
to the time of last follow-up. 


Case 7.—A 5l-year-old man with a tenyek 
history of asymptomatic scaling lesions over th he 
face, neck, scrotum, and arms, most evident dur- | 
ing the winter, registered at the clinic. Fungous 
studies gave negative results. Bacterial cultured 
showed nonpathogenic species of Staphy lococcus 
Treatment with 1% salicylic acid and 5% liq or 
carbonis detergens in 7096 alcohol was started and 
the lesions cleared in about one month. At ui AU 
time of last report the lesions had not recurred. - 


CasE 8.—A 53-year-old woman had a fourtésl 
year history of erythematous, annular, lightly i 
scaling macules, recurring three to four time 
yearly. Distribution was general although worse . 
on the arms and forearms. Fungous studies gave - 
negative results; Three weeks after application | 
of a topical bland lubricant was started the le- 4 
sions had cleared completely. They have recurred — 
subsequently, however, during the spring and sum- | 
mer, a course which they had followed previously. | 


Comment 
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This 10-year survey has revealed several 
facts regarding pityriasis alba. Emphasis — 
had been placed on the fact that the Negro 
is the predominant racial group suffering 
from this condition,® while all patients i 
our series were Caucasians. It should be 
pointed out, however, that the approximate 
patient ratio of white persons to Negro ai 
the Mayo Clinic is more than 100:1, so that 
this survey could not give an index of over- - 
all racial incidence. It does, however, serve | 
to point up the relatively frequent occur- - 
rence of pityriasis alba as an incidental find- 
ing in Caucasians. It is a matter of common 
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sia that a depigmenting condition 
assumes far more importance to a colored 
than to a white patient, so that medical 
attention is more likely to be sought. This 
fi act, combined with the previous reports 
of predominantly facial lesions,” is in accord 
swith our findings. Also, the higher in- 
«idence of widespread lesions in postpu- 
bertal patients is worthy of note. 
— Fungous studies were consistently nega- 
tive and we could find no other ene to 
support the findings of one group? in- 
? criminating Aspergillus, or any other fun- 
gus. Bacterial cultures were equally 
nrewarding. lf this condition is, in fact, 
a T streptoderma or "furfuraceous 
| mpetigo" as held by some authors, we are 
of the opinion that the organisms should be 
- demonstrable consistently. The staphylo- 
cocci cultured in three cases among our 
^g oup of patients probably represent nor- 
mal resident and transient flora. Topical 
f antibacterial and antifungal therapy was no 
more effective than lubrication. We have 
“not found any evidence to support the hy- 
-potheses of fungal or bacterial etiology of 
(t this condition. 
Seasonal and climatic influences appeared 
> to be uncertain. While onset in the fall was 
"least common, summer, winter, and spring 
2 shared an approximately equal incidence. 
The hypothesis, therefore, that pityriasis 
1 alba i is a summer affection was not substan- 
3 tiated. The effect of the sun was, in fact, 
S - capricious; some patients complained that 
- the sun made their lesions more apparent 
E by the tanning of the surrounding skin, 
j^ while others thought their lesions were much 
im by exposure to the sun combined 
- with lubrication of the skin. The most con- 
. sistent single finding was that excessive dry- 
— mess of the skin, whether from winter wind 
or summer sun, precipitated or aggravated 
the lesions of pityriasis alba. | 
E Treatment of the lesions appears to have 
little or no specific effect on the final clear- 
ing of the process. Bland lubricants such as 
X petrolatum, seem to be as effective as any- 
thing else. Our follow-up study (Table 2) 


B 


- showed that in 56.3% of 32 patients the 
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lesions had cleared, in 28.1% «bó showed 
improvement, and in 15.6% they were un- 
changed. Thus the predominant outlook is 
for clearing or improvement within an un- 
predictable time. We cannot confirm O'Far- 
rell's impression * that the lesions clear with 
puberty, since we found lesions arising in 
patients before and long after the age of 
puberty. It is true, however, that the con- 
dition predominates in children and tends 
to have cleared by the time they reach 
puberty. We cannot draw statistically valid 
conclusions in this respect. The microscopic 
picture of the lesions adds little to the 
macroscopic impression of a nonspecific 
scaling macule. It would seem to us, there- 
fore, that pityriasis alba belongs to the group 
of persistent, nonspecific erythemas pro- 
duced as a result of a localized inflammatory 
reaction, unrelated to fungi or bacteria, but 


with some relationship to dryness of the _ 
Whether produced by low humidity | 


skin. 
or exposure to the sun, the asteatotic factor 
seems to be at least contributory, and the 
fact that bland lubrication is as effective as 
any specific therapy lends weight to this 
concept. The depigmentation, shown by the 
histology to be relative only, is probably 
secondary to the inflammatory process, com- 
bined with the localized ultraviolet screening 
effect of the mildly hyperkeratotic and para- 
keratotic epidermis. 

We consider the name, "pityriasis alba," 
to be the most suitable term of those cur- 
rently in use. It has the advantage of being 
etiologically noncommittal and is morpho- 
logically appropriate. Other terms, such as 
erythema streptogenes, imply knowledge of 
an etiology that is, at best, unproved. There 
seems to be little need for retaining a sepa- 
rate name (achromia parasitaria) for the 
more widespread version of the same entity, 
especially when this name also suggests 
knowledge of the etiologic agent. 

Retention of the condition as an entity 
is probably justified on the following 
grounds: Morphologically pityriasis alba 
has a reasonably characteristic appearance 
and distribution. Prognostically, it is benign 
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. and will disappear in time. Therapeutically, 
the use of anything except bland lubricants 
is ineffective and unjustified. 
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"The records of 67 patients with the diag- 
nosis of pityriasis alba made at the Mayo 
Clinic in a 10-year period, 1950 through 
1959. showed a predominance of the condi- 
= tion among children in the prepubertal age 
- groups (819%), although attention is drawn 

to its occurrence in postpubertal patients. 
| All patients were Caucasians and the sex 
p incidence was approximately equal. The 
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face, neck, and arms were found to be the 

— most commonly involved areas (81%). 

CT fi . Generalized lesions occurred in eight pa- 

Ps kr tients, five of whom were in the postpubertal 

— group. i 

E Pityriasis alba is considered to originate 

nett as a nonspecific erythema with subsequent 

localized hypopigmentation secondary to the 

mild dermal inflammatory reaction and the 

ultraviolet screening effect of the hyper- 

keratotic and parakeratotic epidermis. No 

evidence is found to support the hypothesis 

of a bacterial or fungal etiology. The cause 

of the primary lesions is unknown, but it is 

. considered that dry skin, whether produced 

— by winter's low humidity or by the summer 

sun, 1s at least contributory. No treatment 

more extensive than the use of bland lubri- 

cants is justified. The lesions tend to clear 
regardless of treatment. 
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| Until, or unless, a more etiologically sig- 

p . nificant name is derived, pityriasis alba re- 

mains the most suitable one of those 
currently in use. 


Section of Dermatology, Mayo Clinic. 


Wells et al. 
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The Effect of Treatment on the Vascular Component 


of the Psoriatic Lesion 


CAPT. JAMES C. LAWLER, MC, and MAJOR WILLIAM R. VINEYARD, MC, USA 


Introduction 


It is an accepted fact that in a psoriatic 
lesion the superficial vasculature is ab- 
normal. Prominent, elongated, papillary 
capillaries are so consistently present as to 
be a part of the typical histologic picture 
These abnormal capillaries 
times by 


of psoriasis. 
have been demonstrated 
capillary microscopy.’ The superficial ves- 
sels have also been implicated as being im- 
portant in development of the Koebner 


many 


phenomenon in psoriasis. 

Little attention has been given to the 
condition of the vessels during various 
stages of the evolution of a psoriatic lesion 
or to their appearance when the lesion disap- 





Submitted for publication Nov. 7, 1959. 

Department of Dermatology, Walter Reed Army 
Institute of Research and Dermatology Service, 
Walter Reed Army Hospital (Col. Robert S. 
Higdon, Chief of Service), Washington 12, D.C. 


Fig. 1—Characteristic 
vascular abnormality 
seen in psoriatic lesions. 
The capillaries are elon- 
gated and tortuous, with 
minimal dilatation. Acan- 
thosis prevents visualiza- 
tion of the subpapillary 
plexus. Reduced 11% 
from mag. approx. X 35. 
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pears. This paper presents our observations 
on the effect of therapy on the highly charac- 
teristic vascular abnormality seen in psori- 
atic lesions. 


Method 


We have studied the vascular pattern in over 
100 patients with psoriasis, utilizing the cellophane- 
tape-stripping technique of capillary microscopy 
described by Davis and Lorincz.* For this study 
eight patients were observed by capillary microscopy 
before and after treatment. No selection was made 
as to stage of development or type of lesions 
presented; however, none of these patients had 
exfoliative dermatitis secondary to psoriasis. 

Four treatment programs known to be effective 
in psoriasis were used: (1) crude coal tar and 
ultraviolet light daily; (2) A-methopterin 2.5 mg. 
daily for one week alternating with a week of no 


treatment; (3) x-irradiation localized to small 


lesions, 150 r at two-week intervals to a total of 
600 r (80 kv, 10 ma, HVL 0.7 mm. Al); (4) 
triamcinolone in varied dosages as needed to con- 
trol the disease. Each form of treatment was used 











Fig. 2.—Appearance of vascular 
bed following treatment and clini- 
cal disappearance o! the lesions, 
A, 9 months after tar and UVL ; 
B, 3 months after A-methopterin; 
C, 3 months after x-irradiation; 
D, 2 months after triamcinolone. 
The persistance of acanthosis is 
indicated by inability to visualize 
the subpapillary plexus. Mag. ap- 


prox. X 35. 
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Fig. 3.—Vascular bed 
of normal skin on the 
flexor surface of the 
forearm in a patient with 
psoriasis. There are oc- 
casional elongated, tortu- 
ous capillaries, The 
subpapillary -plexus is 
visible. Reduced 5% from 


mag. approx. X 35. 


83/191 





Dari 
X 





*. 


d 


Cui 


x 
` -> 


Ne 


Poet Ot 





= 


et a 





















on two patients and all were treated until at least 
e of the lesions had completely disappeared. 
_ The uninvolved flexor surface of the forearm 
wa also examined in 10 patients with psoriasis. 
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5 Results 
: i Figure 1 demonstrates the highly charac- 


teristic vascular pattern seen in psoriatic 
lesions. The capillaries are markedly 
elongated and tortuous. There is only 
minimal capillary dilatation. The subpapil- 
lary plexus is not visible because of the 
acanthosis present. This pattern has been 
4 resent without exception in all psoriatic 
esions examined, from the smallest visible 
pa ipule to the exfoliating stage of the disease. 
A similar pattern has been observed in one 
patient with Reiter's disease but has not 
been seen in any other skin lesions examined 
o date. 
E igure 2 demonstrates the appearance of 
superficial vasculature following the 
arious forms of treatment. All of these 
Bjoeraphs were made in areas which had 
pi Ee been the site of psoriatic lesions. 
t the time these photographs were taken, 
e lesions had cleared so that a clinical diag- 
no sis of psoriasis could not be made. In 
ie patients treated with tar and ultraviolet 
^ t and with x-irradiation, slight hyper- 
pigmentation remained. These observations 
were made at periods of one to nine months 
after clinical disappearance of the lesions. 
Regardless of the form of treatment em- 
jloyed, it can be seen that the psoriatic 
vascular pattern persists long after clinical 
resolution of the lesions. 
a igure 3 is representative of the vascular 
ed of the flexor surface of the forearm in 
10 patients with psoriasis. At the time of 
ination these areas were normal and by 
ery had never been involved. Except 
for occasional tortuous capillaries, these 
reas all showed a normal vasculature. The 
ubpapillary plexus is visible in these areas 
ince there is no acanthosis. 
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; Comment 
= Our observations show that the vascular 
abnormality which exists in the lesions of 
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psoriasis is not affected by common forms 
of therapy which restore the epidermis to 
clinical normalcy. It is a mistake, however, 
to attempt to separate epidermis and dermis 
in a discussion of the evolution of any 
disease in which elements of both are in- 
volved. They must be considered as inte- 
grated parts of the skin, each vitally affected 
by changes in the other. We have nọ 
evidence that the epidermis, which 
clinically normal after treatment, has at the 
same time been restored to biochemical 
normalcy. There is evidence that pathologic 
changes characteristic of psoriasis and in- 
volving both epidermis and dermis may per- 
sist long after the skin appears clinically 
normal.” The vascular pattern characteristic 
of psoriasis has been present in the smallest 
visible psoriatic papules. In these, of course, 
gross changes in the epidermis have already 
occurred. Any attempt to say which abnor- 
mality, vascular or epidermal, appears first 
would be pure speculation. 

The persistence of the vascular changes 
following treatment offers an attractive ex- 
planation for the well-known tendency of 
psoriatic lesions to recur. This must be 
tempered, however, by the equally valid 
observation that a recurrence may involve 
a previously normal area. 

Examination of the superficial vascula- 
ture of the uninvolved skin of the flexor 
surface of the forearms in 10 patients with 
psoriasis has shown only occasional tortuous 
capillaries, not sufficiently abnormal to be 
significant. This tends to diminish the im- 
portance of vascular changes as a primary 
abnormality in psoriasis. However, in Mad- 
den’s study, the histologic abnormalities of 
uninvolved skin in psoriatics were much 
more striking at sites of predilection for 
this disease than in other uninvolved areas. 
Such areas were not included in this study 
because of the uncertainty of the patients 
that these areas had at all times been free 
of lesions. 

The role of the superficial vessels in the 
Koebner phenomenon has recently been in- 
vestigated by Reinertson.5 He demonstrated 
that in patients with acute psoriasis, cello- 
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as indicating that vascular 
ree xd is not capable of eliciting a 
. .— sponse. It is also possible that 
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phane-tape stripping of the epidermis often 
resulted in the appearance of psoriatic 
lesions. This procedure obviously affects 
both the epidermis and the superficial ves- 
sels. When the superficial vessels were 
ruptured by negative pressure, a procedure 
not expected to injure the epidermis, no 
lesions appeared. This may be interpreted 
mage alone 
oebner re- 
is response 
does not appear because that part of the 
vascular tree which takes part in the reac- 
tion, namely the capillaries, has been de- 
stroyed. 

Although the exact role of the vascular 
changes in the development of a psoriatic 
lesion remains to be elicited, several obser- 
vations indicate the importance of such 
changes. The increased O» consumption of 
psoriatic lesions * correlates well with the 
increase in endothelial surface brought 
about by elongation of the capillaries. The 
high level of alkaline phosphatase and 
aminopeptidase activity about the blood 
vessels *? indicates that in psoriasis the 
endothelial cells have a specific metabolic 
function to fulfill. The demonstration by 
Roe!? of a glycoprotein, presumably the 
mucopolysaccharide chondroitin sulfate, in 
the water-soluble fraction of psoriatic horny 
layers, also focuses attention on the vascular 
endothelium. Curran has shown by auto- 
radiographic and histochemical techniques 
that the vascular endotheliurn must be 


numbered among those cells which elaborate 
 sulfated mucopolysaccharides. An excess of 


such a material as a result of the increase 
in endothelial surface may affect the metab- 
olism of the epidermis by interfering with 
the incorporation of sulfur into the keratin 
molecule. 


^ 


bei er—Vineyard 
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_ Summary 

The characteristic vascular abno nali ali 
seen in psoriatic lesions is presented ii 
persistence following successful treatrail 
of the lesions is described. The possible 
role of this vascular abnormality in the evo- 
lution of the psoriatic lesion is discussed. 


Department of Dermatology, Walter Reed Army 
Institute of Research, Walter Reed Army Medica 
Center, Washington 12, D.C. 
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à Comparative Efficacy of Some Aghbulatory (Ottice) 


Ir ermatologic Therapies 
E In 1947-1948 and in 1957-1958 


_ ALFRED L. WEINER, M.D., Cincinnati 


i 


. Although definitive therapy for many cu- 
-taneous disorders is lacking, the day-to-day 
_ observations of clinical practice indicate that 
dermatologic therapy is becoming increas- 
; ingly more effective. To many or most 

dermatologists, it appears that today’s der- 

| matologic patients are achieving greater 
relief or more cures and in less time than in 
- former years. 

E. Are there tangible evidences to support 


ie above concepts? If so, what is the de- 


E. of the increased efficiency in the man- 
_ agement of dermatoses, and, finally, how 
3 shall it be measured? 

- This report has to do with an attempt to 
examine, and to quantitate, the relative 
efficacy of office dermatologic therapy of a 
restricted group of common dermatoses in 
1947-1948 and in 1957-1958. It is, so to 
speak, a “time study" of dermatologic treat- 
ment. 

- The general plan of the investigation 
- consisted of detailed examination of office 
s ecords of patients with certain dermatoses 


—. Submitted for publication Aug. 21, 1959. 

. From the Department of Dermatology of the 
- University of Cincinnati College of Medicine and 
- The Cincinnati General Hospital. 

- Presented at The Second Annual Meeting of 
The Noah Worcester Dermatological Society, 
_ April 8, 1959, Hollywood Beach, Florida. 

Wi 


y's 


Av. No. Office Rx &/or 


treated in 1947-1948 and of a separate but 
comparable group treated in 1957-1958, to 
determine the number of treatments and/or 
observations and the time necessary for cure 
or for bringing the dermatoses under satis- 
factory control. Incidently, the matter of 
control rather than cure needs special em- 
phasis. The dermatoses considered were 
pyoderma, acne vulgaris, seborrheic derma- 
titis, tinea corporis, dermatophytosis, stasis 
dermatitis, infectious eczematoid dermatitis, 
nummular eczema, poison ivy dermatitis, 
(other) eczematous type contact derma- 
titis, and atopic dermatitis. 

It is obvious that this study was neces- 
sarily confined, so far as possible, to 
relatively comparable examples of the vari- 
ous dermatoses in question and to those 
patients who did respond satisfactorily to 
treatment. In other words, patients who had 
resistant, stormy courses, or those with 
complications of the underlying dermatosis, 
were not included. 


Comment 


The results of this investigation can best 
be interpreted by referring to the Tables. In 


Table 1 which concerns the entire group 


of patients treated, it is seen that 1.5 less 
office visits and 11.5 days less total treat- 


TABLE 1.—Comparative Efficacy of Dermatologic Therapy 


Av. No. Days to 


a Total No. Observations to Effect Effect Control 
v Years Patients Control or Cure or Cure 
P 1947-1948 251 6.7 47.1 
E. 1957-1958 260 5.2 35.6 









CENS SENERE pere 


x : " 
R- Es. 


ICE THERAPIES 





Dermatosis No. Pts. 


Impetigo, pyoderma 25 2.1 
Seborrhea 23 5.6 
Acne vulgaris 25 14.2 
Dermatophytosis pedis 22 7.0 
Tinea corporis 21 3.5 
Stasis syndrome (dermatitis) 20 7.7 
Average 6.7 


ment time were needed for the entire group 
of 1957-1958 patients in comparison with 
that of 1947-1948. Table 2 shows some re- 
duction in 1957-1958 of the average number 


of the total days of treatment time (5.6 and 


E of office observations and treatments and 
EN 


39 days, respectively, as compared with 6.7 
observations and 44.2 days) over the group 
treated one decade previously. In these pa- 
tients, hypersensitivity reactions are not 
generally considered to be of etiologic im- 
portance. A more decided increased efficacy 
of 1957-1958 therapy is noted in Table 3, 
where dermatoses which are known or 
thought to be hypersensitivity states are 
compared (Addendum), 

It would appear, from the above, that a 
substantial portion of the increased effi- 
ciency of today’s dermatologic treatment has 


] to do with the therapy of frank hypersensi- 


tivity states or dermatoses in which such 
reactions are thought to be significant causa- 
tive factors. For example, in the manage- 
ment of atopic dermatitis in 1957-1958, the 
number of office treatments and the total 
treatment time necessary to effect control 


TABLE 3.—Comparative Efficacy of Dermatologic Therapy 





Tante 2.—Comparative Efficacy of Dermatologic Therapy 


1947-1948 


* Av. No. Obs. 
&/or Rx 









1957-1958 






Av. No. Obs. 
&/or Rx 





Av. Duration No. Pts. 


Av. Duration ' 














































7.8 days 25 1.7 6.2days — 
34.3 days 25 4.0 28.7 days -— 
102.2 days 25 12.8 80.6days — 
37.1 days 22 5.0 29.4days — 
24.5 days 25 4.2 30.1days — 
59.5 days 20 6.2 50.4 days — 
44.2 days 5.6 39.0 days "2 






"m S 


of the dermatosis (where there was satis- 
factory response to treatment) was approxi- 
mately 50% less than in the 1947-1948 18 
group. There was also substantial gain i 
both respects for poison ivy and other es 
of eczematous contact dermatitis. It seems 
probable that the common denominator E 
at least the main one) accounting for most 
of the increased efficacy of 1957-1958 der- 
matologic treatment as contrasted with | 
of 1947-1948 is the advent and employment. 
of oral, topical, and parenteral steroid medii 
cations, although other newly e 


therapeutic agents could possibly be of some 
importance, 





















Summary and Conclusions 4 

Fi 

In general, this investigation indicated 

the existence of evidence of greater fica 

in the office management of the dermatoses- 

considered in 1957-1958 as compared with 
those in 1947-1948, 


Infectious eczematoid dermatitis, atopic 
dermatitis, nummular eczema, and contact. $e 


1947-1948 1957-1958 o5 
Av. No. Obs. Av. No. Obs. NH 
Dermatosis No. Pts &/or Rx Av. Duration No. Pts. &/or Rx Av. Duration — 
E 
Inf. eezem. derm. 25 7.2 51.8 days 25 5.1 . 94.3 days 
Nummular derm. 25 6.7 53.2 days 25 5.1 39.9 days 
Atopic derm, 2 11.6 106.4 days 20 6.3 58.8 days 
Rhus derm. 25 4.3 16.0 days 25 2.7 10.5 days 
(Other) eezem. contact derm. 20 4.1 25.2 days 23 4.0 14.3 days 
P 
" Average 6.8 50.5 days 4.6 31.5 days 
E ocu LL LT RETE ERES a HER 
c, c Weiner 
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4 dermatitis (especially poison ivy derma- 
_ titis), and, in general, dermatoses known 
or thought to be reactions of hypersensi- 
| __ tivity were brought under control or cured 
~ much faster in office practice in 1957-1958 
- than in 1947-1948. 

E. 

~The comparative efficacy patterns ex- 

| - hibited much less contrast in the curing or 

| controlling of pyodermas, superficial mycot- 
| | ic infections, seborrhea, and stasis derma- 

fitis 
- . Tn all probability, most of the advantage 
E in the increased efficacy of 1957-1958 der- 
. matologic treatment over that of 1947-1948 
3 ias resulted from the advent and the use of 

-. topical, oral, and parenteral steroid medica- 


e tions. 
A 617 Union Central Building (2). 


Addendum 


For precise evaluation, this report was 
- submitted to Dr. Theodor D. Sterling of 
r | the Biometric Section of the Institute 
- of Industrial Health of the Department of 
_ Preventive Medicine of the University of 
— Cincinnati College of Medicine, whose com- 
= ments were as follows: 
E. “To test the hypothesis that treatment in 
-. 1957 is more efficient than that of 1947, the 
- differences for each measure between 1947 
- and 1957 were subjected to statistical anal- 
A 4 yses. The values of t obtained are as fol- 
lows: for Table 2—differences between office 
| ovi isits 10.0, differences between durations 
7.9; for Table 3— differences between office 
Bs 11.9, differences between durations 
T a2 6. All these values are large enough to 
-reject the hypotheses of a chance difference 
f (P<0.01). 
- “Regarding the question as to whether the 
- differences for Table 2 are smaller than 
— those of Table 3, again the hypothesis that 
j the differences in savings between the two 
groups of dermatoses (presented ‘in Tables 
-. 2 and 3) were due to chance was tested. 
— The values of t computed between savings 
and office visits is equal to 13.9 and the 
value of t for differences in duration is equal 
to 17.23. Both values are large enough to 
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reject the hypothesis of a chance difference —— 1 


(P« 0.01). 

"Another problem is the possible source 
of bias that may be introduced by comparing 
differences in the number of office visits for 
1947 and 1957. A difference here may re- 
flect changes in the pressure of seeing 
patients, increasing number of patients, 
greater office efficiency, or what-have-you. 
Fortunately, it is fair and reasonable to 
assume that the differences in average dura- 
tions are not affected by the same source of 
ould suppose that if a patient 





bias. On 
is ems s cured (despite seeing the © 


doctor fewer number of times) he would 
nevertheless return for an additional visit, 
sometimes later, and thus extend the dura- 
tion of illness to complete cure to his own 
satisfaction. Therefore, if fewer office visits 
reflect factors other than treatment effi- 
ciency, one would expect a proportionately 
greater decline in office visits than in dura- 
tion of illness. Comparing 1947 with 1957, 
actually this did not prove to be the case. 


“Testing whether or not the per cent saved 
in office visits was different from the per cent 
saved in the duration of illness, the per cent 
saved was computed by dividing the office 
visits (or duration of illness) for 1957 by 
the office visits (or duration of illness) for 
1947 and subtracting the quotient from 100: 


. ____N visits 1957 
Le ON iia DAT 0 
“For Table 2 (nonhypersensitivity derma- 


toses), the per cent saved for office visits 
equals to 14.496 and for duration of illness 
equals to 10.4%. The differences in pro- 
portion saved is not statistically significant 
(F=0.156, df=1/10). 


“For Table 3 (hypersensitivity derma- 


toses), the per cent saved for office visits 
equals to 27.696 and for duration of illness 
equals 36.6%. The difference is not statis- 
tically significant (F=1.186, df=1/8). 
“It is interesting that the savings are ac- 
tually larger for duration of illness. At any 
rate, one can assume safely that no addi- 
tional sources of bias are operating on the 
criterion of office visits. Both indices can, 
therefore, be used as a measure of efficacy.” 
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. Skin Cancer 


RICHARD D. MARTIN, M.D., Houston, Texas 


Curettage followed by electrodesiccation 
at is probably the method most widely used in 
. dermatologic office practice today for the 
~ treatment of skin cancer. This method has 
| . mot received proper emphasis in medical 
(c literature, and has been severely criticized 
E by some observers who prefer surgical ex- 
cision or irradiation. The purpose of this 
paper is to emphasize the validity of em- 
ploying this procedure. If curettage and 
electrodesiccation is to attain proper respect, 
it would seem that basic principles involved 
in its use, indications, contraindications, and 
data presenting a cure rate should be 
published. 


The responsibility for treating cancer of 


E the skin for the most part falls upon the 
E dermatologist, and this is as it should be, 
m since by specialized training he is best able 
. to differentiate skin cancer from other sim- 


j ilar-appearing benign lesions. The physician 
with the greatest knowledge and under- 
standing of the skin should be the physician 
most able to individualize and select the 
method of treatment best suited for each 
particular lesion. It is generally agreed that 
no one method of treatment is superior to 
all other methods at all times. Any destruc- 
tive method, such as irradiation, chemo- 
surgery, or surgical excision, is capable of 
giving excellent results in the majority of 
routine skin cancers. In the past, much 
emphasis has been given to irradiation and 
surgical excision. More recently, the Mohs 


Submitted for publication Oct. 9, 1959, 
Present address: Tyler, Texas (Dr. Lyles). 
From the Department of Dermatology, Baylor 
University College of Medicine, Everett R. Seale, 
| Chairman, and the Veterans Administration Hos- 
~ pital, Houston, Texas: 


Curettage and Electrodesiccation in the Treatment of i 


JOHN M. KNOX, M.D; THOMAS W. LYLES, M.D.; EDWARD M. SHAPIRO, M.D., and 



























technique of chemosurgery has gained! ‘a 
prominence for problem lesions. 
Credit for creating the term “desiccation,” - 
which refers to drying out of tissue, S 
given to Dr. William L. Clark of Philadel- . 3 
phia.* Clark began his work prior to 1910, © 
and defined "desiccation" as the method by E 
means of which benign or malignant growths 3 
may be destroyed by the utilization of heat p 5 
of just sufficient intensity to dehydrate the E 
tissue. He felt this particularly advantageous 
when lesions were localized and good cos- - 
metic results were essential. a 
The curet most frequently employed is . 
the Pfaard or Fry type. The sharp, cutting — 
blade of the curet is used for removal of -. 
the tumor mass of either inward- or out- - 2 
ward-growing lesions. This instrument is E 
quite valuable in determining the NA 
and extent of the epithelioma and in de- | 
lineating margins and subsurface Mp 2v 
ities?^ Various tumors have a different and - 
characteristic "feel" when curetted; there- - 
fore, the curet is a diagnostic as well as a 
therapeutic instrument. vd E 
In electrodesiccation only one electro de 
is used.* A needle-point electrode is con- A 
nected to a single high-voltage (Oudin) — 
terminal of a spark-gap apparatus, and held — | 
in contact with or at a slight sparking dis- 3 
tance from the area to be treated. The 
current employed is one of comparatively | 
high voltage and low amperage, with the — 
oscillations damped. Electrodesiccation s 
achieved in our clinic by the use of a simple, 
small, spark-gap diathermy hyfrecator with E 
a frequency of 2,500,000 oscillations per 3 
second. It is designed to operate on a 50-60 dd 
cycle AC current at 110 volts. The energy - 
produced is that of a monopolar -— 3 4 
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Fig. 1.— Early effects 
» of electrodesiccation on 
~ cells are shown. The cell 
- outline is lost and the 
— nuclei are condensed and 
— elongated. 


M [a 


E. Cells submitted to a desiccation current 
— become shrunken and shriveled, and nuclei 
are condensed and elongated. The whole 

a mass assumes a mummified appearance.’ 

Histologically only a suggestion of the cell 

-— outline remains (Fig. 1). There is a coagu- 

5 lating effect on the endothelium of capillaries 
= and the walls of smaller blood vessels, and 

= this produces thrombosis with little evidence 

— of external hemorrhage.* Cells are destroyed 

— by dehydration, and if the procedure is ex- 

tensive, only a charred coagulum remains. 

- The amount of tissue damage is directly 

- proportional to the intensity and duration 

- of electrodesiccation; therefore, the operator 

- can control, to a great extent, the amount 

T of tissue destroyed. Healing takes place 
- from the base of the lesion upward and 

T . from the periphery inward. The crust re- 

T mains dry for two or three days, then a 

mild exudation occurs. The crust sloughs 

-— in seven to ten days, leaving a moist surface 
"which soon becomes epithelized. Significant 

EC secondary infection is rare. 

e Cells undergoing mitosis, as with irradia- 

7 tion, are more vulnerable to destruction by 

— the heat of electrodesiccation than are 

— adjacent normal cells. For a short distance, 

— — malignant.cells which the actual spark never 
| reaches are destroyed by heat. The dry, 

T sterile, open field, which is left after elec- 

| trodesiccation, is a poor site for regrowth 

of misplaced, viable cancer cells, This is an 
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advantage over excision since suturing of 
the wound margins could trap viable cells. 
The post-treatment slough, which separates 
and leaves healthy granulation tissue, yields 
an additional margin of safety. Scars fol- 
lowing curettage and electrodesiccation tend 
to improve in appearance with the passage 
of time, in contrast to the cutaneous changes 
resulting from irradiation. 


"Technique 


The procedure of curettage and electro- 
desiccation is not a complicated one. After 
injecting the area with a local anesthetic 
agent, a biopsy is obtained with either the 
curet or a scalpel. The lesion is curetted 
with a 6 or 8 mm. curet until the base ot 
the lesion is reached, and all pockets and 
finger-like extensions are found and re- 
moved. Small extensions are best removed 
with the small 4 mm. curet. 

After curettage, electrodesiccation is uti- 
lized to destroy any abnormal cells which 
may remain at the base or sides of the 
operative site and also to provide hemosta- 
sis.» A dry, shrunken appearance of the 
treated area is a sign of sufficient treatment? 
It is usually best to extend the desiccated 
border 2 to 4 mm. beyond the curetted 
border. The sequence is then repeated— 
curettage followed by electrodesiccation. The 
site 1s left open, and a local antiseptic agent 
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S. be lied Healing is usually complete 
. in two to three weeks. 


Material and Methods 


The patients in this study were drawn from 


= the Outpatient Department of the Skin Tumor 
. Clinic. of Jefferson Davis 
" Texas. All patients who had a histopathological 


Hospital, Houston, 
diagnosis of basal-cell or squamous-cell carcinoma, 
and had been treated by curettage and electro- 
desiccation during the period between Jan. 1, 1939, 
and Jan. 1, 1959, are included in this series. This 


method was usually selected whenever lesions were 


well circumscribed and not unusually large or 
destructive. The standard technique for therapy 
was curettage of the lesion followed by electro- 
desiccation, then repetition of this procedure. The 
routine post-treatment examinations were scheduled 
for six weeks, three months, six months, twelve 
months, and yearly thereafter. 


The Tumor Clinic files contained 441 patients 
with a histopathological diagnosis of epithelioma, 
345 of which had been treated by curettage and 
electrodesiccation and had been followed for a 
minimum period of six months. For the purpose 
of establishing a cure rate, the tumors were divided 
into three groups according to the period of follow- 
up. Those followed for five years or more were 
used to determine the five-year cure rate, and those 
followed for four years, the four-year rate. In 
the third group, a cure rate was determined for 


TABLE 1.—Location, Number of Lesions, and Cell Type of Recurring Lesions 
for 765 Skin Cancer Lesions 


Cell Type 
P M — MH —— 





Location Basal 
Cheek 105 
Nose 105 
Ear 32 
Forehead 31 
Temple 28 
Dorsum of hand s 3 
Forearm 9 
Preauricular area 14 
Eyelid 17 
Postauricular area 7 
Chin 14 
Wrist 1 
Lip 9 
Medial or lateral canthus 12 
Shoulder . 5 
Chest 5 
Back 4 
Dorsum off oot 0 
Flank 1 
Groin 0 
450 
Knox et al. 
P^ 
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Ri 
all patients who had been followed for a m ini mun 
of six months.. -— ed 


These 345 páfiedis; who had been followed f 
at least six months, had 765 lesions with 
squamous-cell epitheliomas and 450 basal-cell epi 
theliomas. In the five-year group there we 
lesions, of which 34 were squamous-cell z 
were basal-cell carcinomas, while in the fot 
group there were 32 lesions with 20 squamou: is-cel 
and 12 basal-cell carcinomas. To insure ac cu za 
every third chart was rechecked by another p De 
to find any lesion or recurrence that might i 
been inadvertently overlooked in the original surve 
None were found. 






























| Results 


Lesions treated with curettage and elec 
trodesiccation, and followed for any five 
year period between Jan. 1, 1939, and jan n 
1, 1959, had a five-year cure rate of 96. ol 
This group included 67 patients with 
lesions and only 3 recurrences, Of thes € 
recurrences, two were basal-cell epitheliomas 
on the nose, while the other was a squamo As 
cell carcinoma located on the back of th 
neck. Although patients included in this 
series were treated by several physician n: s 
these three recurrences were all treated by 
the same operator. The method used 551 h is 


‘+ 


Squamous Recurring Lesion Cell Type 


2 basal 
3 basal 
1 basal, 1 squamous 


1 basal, 1 squamous 


1 basal 
2 squamous 


1 basal 
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eiior differed from the standard method 
- described above in that it consisted of only 
‘one curettage followed by one electrodesic- 
po 
"The four-year cure rate, from Jan. 1, 
1955, to Jan. 1, 1959, was 96.88%. The 
only recurrence, in this group of 32 lesions 
n a 3X7 cnm, basal-cell epithelioma oc- 
curring in a psychotic, elderly woman who 
had refused other methods of therapy on 
several previous occasions. 

- The composite cure rate for all 765 le- 
P pos was 98.30%. In this group the maxi- 
mum follow-up was 19 years and the 
E ninum was 6 months. Table 1 records 
the VN the number of lesions for each 


location, and the cell type of each recurring 
Ei. UN 


- 


esion. 

1 T 1e preceding table reveals that the four 
ions with the greatest number of basal- 
‘epitheliomas were the cheek, nose, neck, 
and ear. The frequency per location for 
qu juamous- -cell epitheliomas was only slightly 
ferent. These locations, in descending 
"der of frequency, were as follows: cheek, 
ne , nose, and dorsum of the hand. One 
E note that the four most frequent sites 
rere similar in both groups, except that 
> hands had more squamous-cell car- 
ci nomas than the ears. Dermatologists treat- 
ing patients in the Tumor Clinic at Jefferson 
Davis Hospital did not always submit tissue 
for histopathologic examination, and numer- 
ous lesions not biopsied were excluded from 
this study. Therefore, these figures cannot 
be used to determine the frequency of le- 
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f Loeation Cell Type 
ES 
- Ala nasi Basal 
E Bridge of nose Basal 
Bulb of nose Basal 
Cheek Basal 
Cheek Basal 
Temple Basal* 
Forehead Squamous 
Forehead Basal 
E Postauricular area Basal 
3 Neck Basal 
E Neck Squamous 
a Dorsum of hand Squamous 
y". Dorsum of hand Squamous 
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sions in given Tototións or of CRNAN cell 


types. 

Table 2 lists the location of the recurring 
lesions together with the cell type, size, and 
length of time in days before recurrence 
was noted and retreated. It should be em- 
phasized that there have been no metastatic 
nodes and no deaths. The longest period 
for a recurrence to be found was 1,051 days 
(2.5 years); however, 10 out of 13 were 
found within the first year. The recurrence 
date was recorded as the date of return to 
the clinic and not according to the patient’s 
estimation as to when the recurrence de- 
veloped. Nine of these thirteen failures were 
retreated by curettage and electrodesiccation, 
two by x-ray, one by radium implant, and 
one by surgery. The 13 recurrences were 
all retreated and none are known to have 
recurred a second time. 


mo 
OL 


Comment 


The 96.6796 five-year cure rate for cancer 
of the skin treated by curettage and elec- 
trodesiccation compares favorably with the 
cure rates obtained by other methods of 
therapy. King,’ using a modified Sherwell 
technique of curettage, fulguration, and x- 
ray, reports a cure rate of approximately 
93.52%. Employing chemosurgery, Mohs $ 
obtained 93.6% cures, while Lunsford ® had 
96.7%. Lamb !? believes he has a 98% cure 
rate with the combined use of radium and 
x-ray, while Lehman " reported a 95% 
cure rate with the use of radium alone. 


TABLE 2—Recurring Lesions: Location, Cell Type, Size, and Time Elapsed Before Recurrence 


Size Days Before Recurrence 
8 mm. 354 
1.2 em. 256 
1 em. 230 
3X1.5 em. 353 
] em. 1051 
6 mm. 169 
1.2 mm. 603 
2X2 cm. 638 
3x7 cm 73 
5 mm. e" 94 
1.8 em. 248 
2x2.5 cm 131 
1.5 em. 240 
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Fig. 2—Electrodesicca- 
tion alone would have re- 
sulted in a recurrence. 
Note the small nest of 
basal cells below the 
charred coagulum at the 
base of the electrodesic- 
cated site. 
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In general, lesions treated by this method 
should be relatively small (2 cm. or less in 
diameter) and nondestructive (no invasion 
of deeper structures). However, a large 
superficial lesion can be easily destroyed. 
Fibrosis or scar tissue makes curetting dif- 
ficult, if not impossible; therefore, curetting 
fibrotic lesions, or lesions that have recurred 
following excision or irradiation, increases 
the risk of recurrence. Similarly, lesions of 
the morphea type should be treated by other 
methods. Small lesions that are sharply 
demarcated and relatively superficial offer 
the best chance for cure. 
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Several of the 13 recurrences developed ^ 
in patients that would be considered to be 


poor candidates for this procedure. For ex- 


ample, one patient was the psychotic woman - 


with a large, invasive lesion, 3X7 cm. in 


size. She had refused surgery and X-ray, 


and this method was third choice. In other 
instances, the patients were old and feeble, 
seriously 

made a simple procedure such as curettage 
and electrodesiccation the treatment of 
choice, despite the fact that the physician 


was aware of the increased possibility for — 


recurrence. Curettage and electrodesiccation, 


enum 
ne 


Fig. 3.—Excision biopsy 
at the site of a basal-cell 
epithelioma treated by 
alone. Arrows 
small, invading 
neoplastic basal 


are still present 
at the periphery, 


curettage 
point to 
nests of 
cells that 
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ill, or had other problems that 











however, can be employed for the treatment 
of the majority of skin cancers of the basal 
and squamous-cell types since most patients 
manifest small, well-defined lesions. The 
cure rate for squamous-cell carcinomas was 
actually higher than that for basal-cell epi- 
theliomas; 98.76% for 
98% for basal-cell. 


squamous-cell to 
who 
might object to the use of this method for 


There are those 


treating squamous-cell carcinomas; how- 
ever, in our series of 315 squamous-cell 
carcinomas there were only four recurrences 
rate of 


and no metastases, for a 


98.76%. 


cure 


Fig. 5.—Excision of 
treated site one year after 
curettage and electro- 
desiccation of a 
cell epithelioma on the 
forehead. The epidermis 
and dermis appear to be 
relatively normal, al- 
though collagen bundles 
are hypertrophic and ap- 
pendages are absent. 


basal- 
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Fig. 4—Treatment site 
one week following curet- 
tage and electrodesicca- 
tion of a squamous-cell 
(11 mm. di- 
Serial sections 


carcinoma 
ameter ). 
revealed no neoplastic 


cells. 


The advantages of curettage and electro- 
desiccation in treatment of malignant cutane- 
ous lesions are apparent. 1. The procedure 
can be performed quickly and requires a 
of office visits. 2. Curetting a 
lesion gives the operator information con- 
cerning both the diagnosis and extent of 
Destruction is controlled. 4. 


minimum 


the tumor. 3. 
Asepsis is not so important as in surgical 
excision, and secondary infection is seldom 
a problem. 5. Complications, early or late, 
are rare. 6. Cosmetic results are usually 
excellent. 7. Cure rate is very high in proper- 


ly selected cases. 
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Disadvantages of this procedure must 
also be recognized, 1. This method is not 
appropriate for large and invasive lesions. 
2. The inexperienced operator may not 
eradicate an irregular extension of the le- 
sion and thus allow a recurrence. 3. An 
electrodesiccated surface will not heal as 
rapidly as an excision site. 4. Healing may 
be slow over areas of poor vascular supply. 
5. Hypertrophic scars and keloids can de- 
velop, and in early stages they often re- 
semble the epithelioma destroyed. 

As can be seen in Figure 2, electrodesic- 
cation alone was inadequate treatment for 
even this small basal-cell epithelioma. Al- 
though the procedure destroys superficial 
tumor cells, it may leave deeper cells viable. 
Electrodesiccation unaccompanied by curet- 
tage cannot be recommended in the man- 
agement of skin cancer. Also, the curet 
should probably not be used alone in the 
treatment of skin cancer (Fig. 3). Sutton '? 
feels that the use of the curet alone in the 
treatment of skin cancer, especially the 
squamous-cell type, is as outmoded as 
caustic paste. 

Osborne? says that in the majority of 
malignant cutaneous lesions the use of sterile 
curettage followed by electrothermic destruc- 
tion is favored whenever possible over all 


. other methods. Blectrodesiccation with curet- 


tage, states Lamb,” has its place in selected 
cases, and is a favorite method of many 
dermatologists. Cipollaro treats most of his 
patients that have cancer of the eyelid with 
curettage and electrosurgery, and he be- 
lieves that most cutaneous neoplasms can 
be adequately and satisfactorily destroyed 
with the electrodesiccating current and 
curettage.!?!* Lastly, Epstein, in his book 
on skin surgerv,? feels that electrodesicca- 
tion and curettage is an excellent method 
for removal of epitheliomas. 

While neither electrodesiccation nor curet- 
tage is considered to be adequate when used 
alone, the proper combination of curettage 
and electrodesiccation is probably one of 
the most practical and efficient methods for 
the treatment of localized skin cancer. We 
do not suggest or intimate that curettage 
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and electrodesiccation should be used to 
exclusion of such time-proven technique 
for treating skin cancer as irradiation, co ld 
blade surgery, or chemosurgery. We believe > 
each of these methods has its parti P 
scope of usefulness as well as its limitat tior 
and restrictions. Curettage and electrod: lesi sic 
cation, however, should have its sed 
accepted place as one of the methods of 
choice in the management of skin cancer, 
because in skilled hands, with properly 
selected lesions, the results obtained arm 
unsurpassed. In areas where the recurrence 
rate is high, such as the inner canthus 3 
the eye, the area adjacent to the exterm 
auditory canal, the nasolabial fold, and t ne 
oral commissure, only the most experienc a 
operator will obtain optimum efficiency with 
this or any modality. 


D i 


Summary 


An evaluation was presented of the resulta 
obtained in 345 patients with 765 epithe- 
liomas of the basal and squamous-cell types 
who were treated by curettage and elec 
trodesiccation. P 


In the group followed for five years or 
longer, the cure rate was 96.6796, whi h 
compares favorably with results obtained | 
by other methods currently used in the Y: 
treatment of skin cancer. ge 


The cure rate for all 765 lesions was 
98.30%, with the maximum follow-up bein. s 
19 years and the minimum 6 months. b. 

Recurrences presented no problem in re- 
treatment and there have been no metastases | 


or deaths. Ne. 


The advantages and disadvantages of the 
curettage and electrodesiccation M ie 
of treating epitheliomas were discussed. 


Department of Dermatology, Baylor University 


College of Medicine, Texas Medical Center T 
Houston, „Texas. i a 
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Staphylococcal Infections 


A Study of Incidence on a Dermatologic Ward 


LASZLO BIRO, M.D.; RICHARD CARL GIBBS, M.D., and MORRIS LEIDER, M.D., New York 


` The present-day high incidence and severe 
nature of staphylococcal infections, as con- 
ditions sui generis or as complications upon 
other conditions, are not new phenomena; 
they are old phenomena that were for some 
years abated by initial high efficacy of anti- 
biotics and chemotherapeutic agents against 
staphylococci. Recent years have seen a 
recrudescence of staphylococcal infections 
in quantity and of quality that may be equal 
to, or may be worse than what obtained 
before the era of modern antimicrobial 
agents. It is easy nowadays to find state- 
ments announcing that the crack of doom 
is at hand because, it seems, races of staph- 
ylococci have arisen that defy the action 
of “antibiotics” that we have naively grown 
to depend upon. Awakening to the facts of 
biologic struggle need not be so rude; it 
should be expected that the inheritance of 
the earth will continue to be bitterly con- 
tested. 

There is no question that staphylococcal 
infections have increased in number and 
severity in the recent past, and that fresh 
measures against them are urgent. It is im- 
portant, however, to know how great the 
increases have been, and it would be in- 
structive, if it could be learned, whether 
the situation in these respects is equal, 
worse, or still better than it used to be. 
Such knowledge would give perspective and 
at least tell us whether we may go about our 
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before antibiotic the 


T 
preventive and therapeutic business cal ml; 
rather than running scared as we seem t 


be doing. i 
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In the following we present an at a 
of our experience with staphylococcal i 
fections occurring as complications on the 
dermatologic wards of Bellevue Hospital i in 
New York City. Bellevue Hospital is a 
large municipal institution which is prob- 
ably typical of its class with respec 5 
sanitation and mixture of the new and o) 
in equipment and methods. We suspect | th 
our experience parallels that of sim 
places. 


Methods and Materials 


We studied all staphylococcal infections at 
occurred in 306 patients who were admitted i 
the Service of Dermatology of Bellevue Hospital al 
for any reason during the nine-month period of 
July 1, 1958, to March 31, 1959. In additi on to 
determining the incidence and severity of staphy 
lococcal infections and noting the circumstan 
surrounding their occurrence, we also tried to as Sse 
the effect of adrenocorticosteroids on promotion o; 
such infections and the effect, if any, of i- 
biotics administered prophylactically in patients 
receiving adrenocorticosteroids for nonstaphylococ- 
cal conditions. E 


We therefore divided our patients into categorie es 7 
on the basis of antecedent treatment as follow WS 


l. Patients who received topical treatment ‘bat 
neither adrenocorticosteroids nor antibiotics i b 
ternally at any time for their cutaneous diseas 
The diseases in this category were dermatitides i o£ 
the legs ("stasis" dermatitis), mild cases of 
psoriasis, allergic contact dermatitis, superficial 
fungous infections, and other similarly banal con- 
ditions, ° s 


"1 


2. Patients who received topical treatment and f 
only oral or parenteral antibiotics for conditio on 
other than staphylococcal infections (e.g., syphil 
or for dermatoses that appeared to be super ici: 
pyodermas but were not ata teste d 
































| 3. Patients who received topical treatment and 
! only oral or parenteral adrenocorticosteroids (and/ 
3 or corticotropin) for conditions that are acknowl- 
edged indications for such therapy. The type of 
‘adrenocorticosteroid employed was either predni- 
sone or triamcinolone. Dosage varied according to 
the character and severity of the dermatosis. The 
"diseases in this category were severe atopic 
dermatitis, extensive cases of psoriasis, erythro- 
dermas of uncertain cause, pemphigus vulgaris, 
-and other conditions of more serious nature than 
‘those of Categories 1 and 2. 

- 4. Patients who received topical treatment, oral 
or parenteral adrenocorticosteroids and oral anti- 
"i biotics (tetracyclines or erythromycin) concurrently 
^as a premeditated prophylactic measure for con- 
itions like those of Category 3. The diseases in 
(4 is category were generally the more severe cases 
of psoriasis, pemphigus vulgaris, and bullous erup- 
tions of uncertain cause (“pemphigoid,” erythema 
am ultiforme bullosum, possibly drug eruptions). 
E. The complicating staphylococcal infections we 
encountered were cutaneous furuncles, septicemias, 
- and in one case a bronchopneumonia. When staphy- 
lococcal infections were suspected from symptoms 
and clinical signs (painful swellings, sudden 
fevers, etc.) proof of infection was sought by 
| standard bacteriologic techniques (culture of pus 
‘and blood), and when staphylococci were re- 
covered sensitivity tests to antibiotics and oc- 
4 casionally phage typing were performed. 


E. A Findings 


ES “Our findings are summarized in Tables 
% and 2. 


Category (Based on Preponderant Under- No. in No. of Infeetions Incidence Rate 
Antecedent Treatment) lying Conditions Category in Category in Category 
‘1. Patients who received neither adren- Contact dermatitis 
b. 3 ocorticosteroids nor antibiotics Dermatitis of legs 
~ Psoriasis 192 5 2.6 % 
j Tinea pedis 
2. Patients who received only antibiotics Dermatitis of legs 
B. Superficial pyoderma 41 3 7.3% 
E Syphilis 
7 , 
= 3. Patients who received only adreno- Atopic dermatitis 
= corticosteroids Erythroderma 42 5 11.9% 
P. Pemphigus vulgaris 
| Psoriasis 
- 4. Patients who received adrenocorti- Pemphigus vulgaris 
eosteroids and concurrent antibiotics Pemphigoid and other bullous 
as a prophylaxis eruptions 31 14 45.1% 
E Psoriasis 
& 
— Totals and Average Banal conditions (75 %) 
Ec 306 27 8.8% 
X Severe conditions (25 67) 
—.. 98/206 Vol. 82, Aug., 1960 
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Table 1 is a simple statement of total 
number and rate of staphylococcal infec- 
tions in our entire group and a breakdown 
of the absolute numbers and rates in the 
categories designated above. 

Study of this table shows an over-all 
incidence of staphylococcal infections of 
8.8% in our dermatologic material (27/306). 
The over-all incidence of staphylococcal in- 
fections in the entire patient population of 
Bellevue Hospital (about 2,000) has -been 
estimated by Dr. Donald Louria, Head of 
the Infectious Disease Laboratories of 
Bellevue Hospital, to be between 5% and 
6%. Elementary arithmetic reveals that 
staphylococcal infections were better than 
one-third more common in dermatologic pa- 
tients than in the generality of patients in 
Bellevue Hospital. As it will soon appear 
it would be a mistake to conclude hastily 
that dermatologic patients are more sus- 
ceptible to staphylococcal infections simply 
because they have cutaneous diseases. 


Further analysis of this Table reveals, 
among the categories set, that patients who 
received neither adrenocorticosteroids nor 
antibiotics for their skin conditions (Cat- 


egory 1) became infected with staphylococci 
to an extent of but 2.6% (5/192). This 


E^ TABLE 1.—Incidence Rates of Complicating Staphylococcal Infections in 306 Patients 
| Admitted to a Dermatologic Service over a Nine-Month Period 
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figure is a mere half of that of the generality 
in the hospital and less than one-third of the 
dermatologic average of infections. Since 
the number of patients in this group is 
large and nearly two-thirds of the entire 
series (192/306), it seems to be a fair 
conclusion that the common dermatoses are 
not per se promotional of severe staphylo- 
coccal infection. If anything they would 
seem to be protective against the effect. 


On the other hand, patients who received. 


antibiotics for nonstaphylococcal conditions 
(e.g., syphilis) or for dermatoses that were 
perhaps pyodermatous but not surely of 
staphylococcal cause (Category 2) suffered 
complicating staphylococcal infections to a 
somewhat greater extent (3/41=7.3%) 
than that of the generality in the Hospital 
(7.3% :5-696) and nearly to the same ex- 
tent as the entire dermatologic group (7.396 : 
8.8%). The sad conchision here is that 
antibiotic therapy does not seem to be 
prophylactic against the complication of 
staphylococcal infection.t 


In our third category, among patients 


who received only oral or parenteral adreno-- 


corticosteroids (and/or corticotropin) for 
what originally ailed them, the incidence 
of staphylococcal infections was 11.9% 
(5/42). This is twice the incidence in the 
hospital generally (11.9% :5-6%) and al- 
most half again more than in the whole 
dermatologic group (11.9% :8.8%). The 
finding is in accord with the well-established 
fact that adrenocorticosteroids are promo- 
tional of in fectability.^* It must be noted, 
however, that in our material, patients in 
this category had more severe underlying 
dermatoses than those in Categories 1 and 
2. The nature of the diseases must have 
been a contributing factor to the higher rate, 
a likelihood that is supported by our next 
consideration. 


Our fourth category, which consisted of 
patients who received adrenocorticosteroids 
and concurrent antibiotics as a hopeful pro- 
phylaxis, showed an incidence rate of staph- 
ylococcal infections that was 45.1% (14/31)! 
This is some eight times the general hos- 
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pital rate (45.1% :5%-6%) and about five | 
times the general dermatologic rate (45.1%: 
8.806). We have already seen that anti- 
biotics alone given for other infectious sit- 
uations (c.f. Category 2) do not seem to © 
protect significantly against the complication — 
of staphylococcal infection. We know, and 
have had it apparently confirmed in E 
egory 3, that adrenocorticosteroids are no- - 
toriously promotional of infectability. It is 
hardly credible, however, that the combina- - 
tion of a factor that is either indifferent or - 
but slightly increases infectability (prophy- E 
lactic antibiotic therapy) and a factor that 
surely promotes infectability (adrenocorti- — 
costeroid therapy) should act synergistically 3 
and cause the rate of infection to quintuple. - 
The probability is that there is no such - 
synergism but that the rate was higher m 
this category because the case material | 
therein consisted of patients with conditions | 
that were inherently severer and more de-i p 
bilitating than those of all the other groups - 
and because their adrenocorticosteroids doses 
were higher and longer maintained. as 
Aside from antecedent therapy and. the 
nature of the underlying cutaneous condis: 
tions, there were few other factors that x 
seemed to play provable roles in the inci- ^ 
dence of complicating staphylococcal infec- 1 
tions in our material. For example, age, — 
sex, and season of the year did not, in our. 
observations seem significant. a 
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There is one item, namely duration oi. 
hospital stay, that is hard to evaluate, but | 
may be important. Our raw data on ttis 
point is as follows: 63% of all cases of | 
superimposed staphylococcal infections oc- — 
curred within two to four weeks after hos- | E 
pital admission (most around two weeks); 
the other 3796 occurred between five india S 
ten weeks after hospitalization. It would  . 
seem, then, that hospitalization up to four 3 
weeks is tritical. Average stay in the hos- | 
pital for the entire group of 306 patients | 3 
was five and one-third weeks. a 

The last item worthy of specific note E 
concerns the character of the complicating — 
staphylococcal infections. Of our 27 cases - 
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of infection, 20 were iris in the skin 
and subcutaneous tissues and in a number 
of lesions that varied from a solitary boil 
to many simultaneous or successive ab- 
scesses. Of the remainder, one was a fatal 
staphylococcal bronchopneumonia and six 
were septicemias. Four of the six patients 
with septicemia died despite antibiotic ther- 
apy with agents that were effective in vitro, 
whereas the twenty furuncular patients who 
were treated by wet dressings, incisions, 
drainage and oral or parenteral antibiotics 
(such as erythromycin, novobiocin, chlor- 
amphenicol, and kanamycin), recovered. Of 
the total of five fatal cases, four had pem- 
phigus vulgaris and one had mycosis fun- 
goides underlying. Those who suffered 
localized processes had them generally upon 
common, less serious dermatoses. With 
respect to bacteriologic findings, staphylo- 
coccus aureus, coagulase positive, was re- 
covered in 26 cases (one case was not 
cultured). Phage typing was done in nine 
cases, of which six proved to be phage 
type 80/81, one phage type 80, one phage 
type 53/VA4 and one N. T. (nontypeable). 
Sensitivity tests to antibiotics were done in 
all cases cultured. Most strains were resist- 
ant in vitro to penicillin, streptomycin, 
tetracyclines, and a few to erythromycin. 
They were generally sensitive to chloram- 
phenicol, carbomycin, novobiocin, kanamy- 
cin, neomycin and bacitracin. 


Addendum: Presentation of Five Fatal 
Cases 


Case 1.—A 60-year-old white man was ad- 
mitted to Bellevue Hospital on Jan. 20, 1959, for 
. mycosis fungoides and diabetes mellitus. In ad- 
^ dition, the patient had cystitis. He had received 
‘teleroentgen therapy for the mycosis fungoides 
prior to admission. After five days of antibiotic 
therapy for the cystitis, the patient developed an 
abscess of the left arm. The abscess was hard 
and resembled a tumor of mycosis fungoides. The 
organism recovered from the abscess was staphylo- 
coccus aureus, coagulase positive, sensitive to all 
common antibiotics. The phage type was not 
determined. Within a period of five to six days, 
new abscesses began to appear in the right axilla 
and on the forearm. The organism recovered 
from these abscesses was staphylococcus aureus, 
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coagulase positive, phage type 80/81. 
sensitive to chloramphenicol, m 
kanamycin. A positive blood culture with the same 
organism was found at this time. The patient's s 
skin condition worsened and, in addition to 
erythroderma and generalized thickening of the | 
skin, he developed inexplicable marked edema of . 
both hands and feet. He was placed on 30 to 50 
mg. of prednisone daily without improvement. — 
During his last three weeks of life, he was given — 
A-methopterin, (4-amino-N?-methylpterolylglutam- 
ic acid) 4 to 18 mg. daily. However, he continued . 
to weaken and to develop new abscesses. 















Several | 
more blood cultures were found positive for staphy- - 
lococcus aureus, coagulase positive, phage t pe. 
80/81. His fever was low-grade, ranging i: 
100 F to 100.5 F throughout his hospital course. 
The white count ranged from 20,000 to 40,000 a 
dropped to 2,000 to 3,000 during his last week of 
lite. He was still on A-methopterin for the 5 
mycosis fungoides. The patient died on April 28, — 
1959. At autopsy, staphylococcus aureus, coagulase — 
positive, phage type 80/81, was recovered from . : 
the spleen, lung, and heart blood. 1 F 


Case 2.—A 73-year-old white man was admitted — 
to Bellevue Hospital on Feb. 3, 1959, for pemphigus — 
vulgaris. On admission, the patient had an abscess _ 
of the right buttock. The white count was 17,000. Es 
Culture of the abscess revealed staphylococcus | 
aureus, coagulase positive, sensitive to penicillin, — 
oxytetracycline, and erythromycin. (The phage . 
type of this strain was not determined). The 
pemphigus responded to 80-140 mg. of prednisone — 
However, he developed new abscesses and . 
a septicemia despite antibiotic therapy. Staphylo- - 
coccus aureus, phage type 80/81, was recovered - 

irom the blood and abscesses. Antibiotic sensitivity . 
studies at this time revealed that the organism - 
was resistant to penicillin, oxytetracycline, and | 
erythromycin. The patient developed pneumonia om Di 
Feb. 26, 1959, and died two days later. Throug e. 
out his entire hospital course this patient was 
afebrile except for the week prior to death when 
he developed a low-grade fever (100-101 F) with | 
occasional elevations to 104 F on the two days - 
before death. The white count at that time was 
24,000. Autopsy was not performed. * 


Case 3.—A 72-year-old white man was admitted 
to Bellevue Hospital on March 31, 1959, for - 
pemphigus vulgaris. In addition, he had diabetes ON 
mellitus. In the hospital his skin condition became — 
well controlled on 60-100 mg. of prednisone daily. 
Concomitant with the steroids, he was receiving — 
erythromycin, 250 mg. qid. During the fifth — 
week of hospitalization, the patient developed a  . 
large, nonfluctuant abscess of the right arm at  - 
the site of a former insulin injection. Staphylo- — 
coccus aureus, coagulase positive, phage type 53, 
VA4, sensitive to kanamycin, novobiocin, and 


101/209 












daly. 


i$ 



























fi * pà Mm " bh 
TA AST LL es IAE. a “je tui 

T os i v NT oF. nc P ay ^ y do 
J LE PENE 


Z ' 


T 2X | 
Ai x 


ANCHIFES OF DERMATOPOCE 














" 

b chloramphenicol, was recovered from the lesion. A — [mpetiginization may be inevitable on many 

—— white count of 23,000 was found at the time he dermatoses but cannot be rated as a novel 

4 developed his first abscess. The patient improved or important staphylococcal c omplication 

E on novobiocin, but soon developed a symptomless j; h j; : 

_ abscess over the right elbow. The patient died one peculiar "m ; EX peculiar times. 

3 week later. Staphylococcus aureus, coagulase 2. Antibiotic therapy, employed for spe- 

= positive, phage type 53, VA4 was found in the cific indication in nonstaphylococcal infec- " 

heart blood and spleen at autopsy. This patient tions or with prophylactic design in i 

- was essentially afebrile throughout his hospitaliza- ‘ à We : > . 

Bio noninfectious conditions in which superim- 

Case 4—A 64-year-old Negro woman was ad- posed infection is feared, does Bot p d 

— mitted to Bellevue Hospital on March 20, 1959, for against staphylococcal complications. ; 

E Bote: vulgaris. Her treatment consisted of 3. Administration of adrenocorticoster- | 
. 20-40 mg. of triamcinolone daily with the con-  oids for proper indications entails a risk of 

E ^comitant administration of tetracycline, 250 mg. : : "djs 

: , enhancing staphylococcal infectability and 

- qid. The pemphigus gradually improved during L À ; ur 

hospitalization. However, the patient died suddenly, this risk IS Bot abated, but possibly 

_ three weeks after her admission. During her stay enhanced, if antibiotics are exhibited con- 

in the hospital, she had a low-grade fever (100- currently. The higher the dose of adreno- 

E if Er 1 Km ERs ne aia count corticosteroids and the longer they are 

EC C EU OCA ATE SET? administered the greater the likelihood of 

4 or symptoms of staphylococcal infection occur. Ji : 3 
= However, there was a sharp elevation of tempera- complicating staphy lococcal infections. 

E. B ture to 104 F on the day of death. At autopsy, 4. Severe, extensive, and debilitating der- 
Staphylococcus aureus, coagulase positive, phage  matoses in themselves are promotional of 
ES p Th e p fni = Tus a staphylococcal infectability. Such cases are 

E. istant to penicillin, streptomycin, and the tetra- MOTE frequently -treated with adrenocorti- 
cyclines. costeroids and therefore both factors may 

3 Case 5.—A 77-year-old white man was admitted be additive or potentiating. | 

.. to Bellevue Hospital on Nov. 3, 1958, for pemphigus 5. Hospital stay of two to four weeks » 

— vulgaris. The pemphigus responded well to 40-60 "al . » p. 
omg. P re anl p Yn onis d be xem A to be critical for superimposition of ^g 
fever (100-100.8 F) during the last four weeks of staphy lococcal infection. It is an open ques- 
life and a fever of 102 F on the day of death. tion if longer stay increases the hazard. 
E vs se! ee S na 6. Staphylococcal infections severer than H 
Beare s wes recovered: If e tung at autopsy. furuncles (septicemi ronch i 
The patient never showed any clinical evidence of d ( n t "is » 3 dE pte 

cutaneous staphylococcal infection while he was een xv J o antibiotics, msn Ww a m 

.. alive. vitro sensitivity tests reveal microorganisms 

E that succumb to antibiotics. Their prognosis 

Summary and Conclusions is grave. T f 


. The danger in analyzing observations 
= such as we made lies in reading too much 
into them and drawing too firm conclusions 


7. In general, patients who develope 
staphylococcal septicemia while receiving | ja 


adrenocorticosteroids alone or in combina- - 3 









rom them. It is not possible to be abso- 
qm sure of what factors or what factors 
. to what degrees were responsible for en- 
~ hancement of infectability, because of the 
Es mature and variety of biologic variables. 
Striving, however, to be consefvative in 
- judgment, we are inclined to conclude as 
J. follows: 


a 1. Common cutaneous diseases per se do 
not predispose to severe staphylococcal in- 
= fections like abscesses and  septicemias. 


APS 
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tion with antibiotics lacked sharp clinical 
evidence of infection. Thus, fever was ET 
sent or low-grade in many instances and 
localizing signs often did not appear. 


Thanks are owing to Beatrice Toharsky, M. A., 
Senior Bacteriologist of the Bacteriologv Depart- 
ment of Bellevue Hospital, who performed the 
cultures and antibiotic sensitivity tests, to Leon 
Buchbinder, Ph.D., Assistant Director of the 
Bureau of Laboratories, New York City Depart- 
ment of Health, for phage typing, and to Donald 
Louria, M.D., Head of the Infectious Disease 
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“abe oratories of Bellevue dk for his sug- 
es! and advice during the study period. 


Dr. À orris Leider, 550 First Avenue (16). 
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Introduction 


E Fox and Fordyce ! in 1902 first described 
- two patients with a distinctive pruritic pap- 
- ular eruption of the axillae. Since the orig- 
- inal report, approximately 135 publications 
. recording over 150 patients have appeared. 

Evidence of recent interest in the disease 
- is shown by the excellent papers of Shelley 
and Levy? Winkelmann and Montgomery;? 
Band Spiller and Knox.í A summary of 
^4 Fox-Fordyce disease occurring in the male 
— has been reported recently by Winkelmann, 
E ~ Kierland, and Montgomery.? The purpose 
E of this report is to document the unusual 
| occurrence of Fox-Fordyce disease in 
pyoung male identical twins and to record 
- our histopathologic and histochemical ob- 
Be vations. 


EU 


























E Materials and Methods 

- The study was conducted on two male identical 
Et ins. Tissue was removed from the axilla of 
Ee each patient and immediately fixed in 10% formalin. 
— The specimens were bisected; half were used 
for paraffin sections, the remainder for frozen 
[sections Identical procedures were performed on 
b the tissue from each patient. Paraffin-block alter- 
. nate serial sections of the lesions were stained 
with hematoxylin and eosin. Some of the remain- 
ing alternate sections were prepared by these meth- 
= ods: Masson’s trichrome; Snook’s reticulum; 
a periodic acid-Schiff (PAS) reaction, with and 
— without diastase digestion; Hart’s elastic stain; 
. modification of Mallory's reaction for iron; Fon- 


.. Submitted for publication Oct. 14, 1959, 

— . From the Armed Forces Institute of Pathology, 
- Washington, D.C. 
Assistant Professor of Dermatology, Temple 
University Medical Center, Philadelphia (Dr. 
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ington, D.C. (Dr. Shafer) ; Chief, Department of 
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tana's stain for argentaffin granules (melanin) ; 
the polychrome toluidine blue for metachromasig ; 
the colloidal iron technique of Hale for acid 
mucopolysaccharides, as modified by Rinehart-Abul- 
Haj, with and without testicular hyaluronidase 
digestion for one hour; Alcian blue, with and 
without testicular hyaluronidase digestion for one 
hour; Mayer’s mucicarmine stain, with and with- 
out testicular hyaluronidase digestion for one hour; 
Giemsa; Brown and Brenn stain for gram-positive 
and gram-negative organisms; and Gridley fungus 
stain. Controls were run for hyaluronidase diges- 
tion with use of heat-deactivated enzyme and saline 
diluent. Frozen sections were prepared utilizing 
oil red O, Nile blue sulfate, osmic acid, and Sudan 
black B fat stains. With the exception of the 
elastic tissue stain the procedures were carried 
out as outlined in the Manual of Histologic and 
Special Staining Technics Formalin-fixed tissue 
from the lesions was microincinerated. For com- 
parative purposes, the same procedures were per- 
formed on tissue from the axillae of three patients 
with typical hidradenitis suppurativa, of one patient 
with folliculitis and a small dermal abscess, and 
of one patient with a large plaque-like lesion of 


- 


Fig. l.—Fox-Fordyce disease about the areolae 
of the nipples in Patient 1. Multiple discrete, 
rounded, dome-shaped papules with evidence of 
hyperpigmentation and excoriations (AFIP Acc. 
811818, Neg. 57-13056-12). 
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Fig. 
Patient 2. There are mutiple discrete, rounded, 
dome-shaped, perifollicular papules, some of which 
contain a central punctum or core. The lesions 
appear shiny or flesh-colored and fall into a linear 
arrangement with normal skin separating each 
papule. No hair is present (AFIP Acc. 850631, 
Neg. 57-13056-8). 


2.—Fox-Fordyce disease in the axilla of 


Bowen's disease. Tissue from the axillae of four 
patients with acanthosis nigricans was also studied. 


Report of Cases 


Case 1.—The patient, a white male aged 1414 
years, was first seen May 15, 1957, with a pruritic 
eruption affecting the axillae, nipples, and pubic 
area. The lesions had been present for about 18 
or 19 months, or a short time prior to the age of 


13 years. Pruritus with scratching was increased 
by excitement, emotional upset, anger, fear, and 
exertion. It was often paroxysmal and was not 


relieved by medications. No axillary sweating was 
noted at any time, regardless o£ the stimulus, and 
less pruritus occurred during cool weather. 


Case 2.—The identical twin brother of the first 
patient had a similar but less pruritic eruption. 
Onset of the lesions occurred at the same time, but 
itching was present only in the axillae. Like his 
brother, he had not observed sweating with activity 
and was more comfortable in cool weather. 


Both boys had observed a lack of hair growth 


in the axillae. 

Past History.— These identical male twins were 
born Dec. 15, 1942, 4 weeks prematurely. At 
birth Patient 1 weighed 4 lb. 9 oz, and Patient 
2, 4 lb. 8 oz. The parents were advised that the 
twins were identical. Their growth and develop- 
ment were normal. Both boys began to develop 
sexually between the age of twelve and one-half 
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and thirteen years; their voices deepened, and acea 

appeared. 

Family History.—The only sibling, a sister aged] 
had shown normal development except for 


16, 1 
chorioretinitis due to toxoplasmosis. There was 3 
no evidence of similar lesions in the immediate - 
family. There was an extensive history of twin- ^ 
ning, including identical twins, on the paternal . 
side of the family. There was no history of twin- ~ 
ning in the family history of their mother. ^ 
Physical Examinations.—Examination of Patient — 
I revealed a well-developed boy aged fourteen and — 
one-half. Multiple discrete, firm, flesh-colored - 
perifollicular papules were present in both axillae. f 
They were shiny, smooth, rounded, and dome- |. , 
shaped, and many had a central punctum or core. - 
Stretching the skin caused the lesions to fall into. 
a linear arrangement, with normal skin separating E 
each papule. There was slight hyperpigmentation $: 
and excoriation. The axillae were dry, and no | 
hair was present. i 
Similar papules were noted about the areolae ot! 
the nipples, and occasional lesions were present on E 
the adjacent chest and suprapubic region. Hyper- — 
pigmentation and excoriations were observed about | 
the breast area. The pubic hair and genitalia were a 
well developed. 4 
























Examination of Patient 2 revealed similar dis- | 
crete papules in both axillae, with evidence of | 
excoriation and hyperpigmentation. No hair was 
present in the axillae. A few small papules were 
present about the areolae of the nipples and in 
the suprapubic region. The pubic hair and e 
external genitalia were well developed. 


MP 


Seborrhea of the scalp and mild acne of t e 
face, chest, and back were present on both patients. 


D. 


Clinical Course E 


A neomycin-hydrocortisone (196) lotion applied — l 
to the affected areas of both boys during the — 
summer of 1957 gave symptomatic relief of itching. — 1 
During a two-year follow-up period the papular — 
eruption persisted, although excoriations appeared 
less marked in the axillae of both boys and itching | 
progressively diminished. At the time of the last ry 
examination on April 4, 1959, approximately three 4 
and one-half years after onset, the eruption on 
Patient 1 appeared essentially unchanged in the © 
axillae and areolae but was absent on the adjacent 3 
chest and suprapubic area. There was scanty hair  . 
growth in the axillae and evidence of sweating. 
Itching was more noticeable in the morning shortly 
after arising, and moderate acne of the face, 
chest, and back was present. 


In Patient 2 the eruption appeared to have 
decreased in the axillae, was only slightly evident 
on the areolae, and was absent in the suprapubic 
area. Hair growth was scanty but more abundant ~~ 
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Fig. 3.—Fox-Fordyce disease. 
Hyperkeratosis, follicular plug- 
eing, and irregular acanthosis 
of the epidermis. The papillary 
contains a  basophilic 
material between thinned and 
split collagen bundles. Deep in 
the section there are apocrine 


dermis 


sweat glands, some of which are 
dilated and cystic, with atrophic, 


flattened epithelium. — Eccrine 
sweat glands can be noted be- 
tween the apocrine glands. 
Dense inflammatory foci are 


present on the right just above 
the apocrine glands and corre- 
spond to the site of rupture of 
the duct; X 18 (AFIP Acc. 
811818, Neg. 58-7958). 


than his brother's. Evidence of sweating was noted. 
Itching was only slight. Moderate 
present on the face, chest, and back. 


acne was 


Microscopic Examination 


Serial sections stained with hematoxylin and 
eosin from the lesions of both patients showed 
similar changes. The epidermis exhibited hyper- 
keratosis and spotty parakeratosis in and around 
the hair follicles, follicular plugging, spongiosis in 
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the walls of the pilosebaceous apparatus, apocrine 
paraductal sweat-retention vesicles, and prominent 
melanin pigmentation. Some of the paraductal 
vesicles contained mononuclear cells and giant cells, 
In the papillary dermis of all sections there was 
between thinned and split 


basophilic material 


collagen bundles. A similar basophilic material 
filled the lumens of dilated, cystic apocrine glands, 
which were lined with atrophic, flattened epithelium. 
An 


important difference between the basophilic 


Fig. 4—Higher power 
of Fig. 3 to show both 
normal-appearing and di- 
lated, apocrine 
sweat glands. The dilated, 
cystic glands with flat- 
tened atrophic epithelium 


cystic 


contain a vacuolated baso- 
philic material in their 
lumens; X 305 (AFIP 
Acc. 811818, Neg. 58- 
7954). (Illustration re- 
duced about 8%.) 
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Fig. 5.—Apocrine para- 





material in the two locations was the presence of 
many vacuoles in the material within the glands. 
In some sections this material extended for a 
short distance up the duct. The basophilic material 


ductal sweat-retention 
vesicle containing mono- 
nuclear cells and Lang- 
hans type of giant cells; 


Illustration reduced about 


8%.) 


follicular locations corresponding to the course of 
the apocrine duct prior to actual union with the 
pilosebaceous apparatus. Associated with the 
foam-cell response was a granulomatous process 





composite X50 and 5 
Xx 305 (AFIP Agee T 
811818, Neg. 59-2428). 
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ÁA 
was conspicuously absent in the normal-appearing made up of capillary-endothelial and connective 4 
apocrine glands. A striking feature in the upper tissue proliferation, monocytes, eosinophils, and j 
and midcorium was the apparent rupture and giant cells of a foreign-body type. Deep in the 3 
degeneration of apocrine ducts surrounded by a corium in the vicinity of the apocrine glands were 3 
prominent foam-cell response. These foam cells dense foci of inflammatory cells composed of ^ 
appeared as histiocytes filled with a foamy granular — lymphocytes, plasma cells, occasional eosinophils, z 
material. A similar reaction was noted in peri- mast cells, and a few giant cells. Frequently, 4 

"E 





Fig. 6—Apocrine sweat 


duct entering directly onto 3 
the surface epidermis and * 
independent of a piloseba- 2 
ceous apparatus. Note the y 
granulomatous foci with X 
remnants of the apocrine ji 
duct in the | midcorium. i 
Higher power at one of the 3 
sites of rupture of the duct | 
shows the characteristic ; 
foam-cell response; com- A 
posite X 50 and X305 k 


(AFIP Acc. 811818, Neg. 
59-2073). 
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Fig. 
foci 
foam-cell response at the site 
of rupture of an apocrine 
duct; composite X 305 
(AFIP Acc. 850631, Neg. 
- 59-641). 


7. — Granulomatous 
with  giant-cell and 


remnants of the apocrine duct could be identified 
in the granulomatous and inflammatory foci. The 
basophilic material noted in the papillary corium 


- was absent or scanty in follicular locations, areas 


of granulomatous foam-cell response, and in in- 
flammatory foci. 

Normal-appearing eccrine sweat glands were 
present in the sections, although there was a 
suggestion in some areas that the dermal duct 
units were secondarily involved by the surrounding 
reaction. 


Histochemistry 


Toluidine Blue—The material deposited between 


— the connective tissue fibers of the papillary dermis 
- was metachromatic with toluidine blue, whereas 


that in the lumen of the apocrine glands and 
ducts was orthochromatic. 

Acid Mucopolysaccharide, Alcian Blue, and Muci- 
carmine, With and Without Hyaluronidase Di- 
gestion.—With these techniques, the material in 
the papillary dermis and the lumen of the dilated, 
cystic apocrine glands and ducts gave a positive 
reaction. The acid mucopolysaccharide and muci- 
carmine preparations demonstrated the material 
most satisfactorily. The normal-appearing glands 
contained no material with positive stains. Prior 
digestion with testicular hyaluronidase for one hour 
removed the majority of the material in the dermis, 
but there was little or no change in the material 
within the glands. The deactivated hyaluronidase 
used as a control did not remove any of the positive 
material located in the papillary corium. This 
probably indicates that the material in the papillary 
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dermis is predominantly hyaluronic acid and/or 
chondroitin sulfate, while that in the glands is a 
neutral mucopolysaccharide or mucoprotein. Gran- 
ulomatous foam-cell sites and dense inflammatory 
foci usually gave negative reactions; when positive, 
they were weak. 

We were unable to demonstrate metachromatic 
mucin material free in the cutis of diseases studied 
for comparative purposes. 

Periodic Acid-Schiff Reaction (PAS), With 
and Without Diastase Digestion—With this tech- 
nique used before digestion, positive material was 
present in the cytoplasm of epithelial cells of the 
involved pilosebaceous apparatus, as finely dusted 
granules in the cytoplasm of histiocytes located 
about the follicles, and in areas of granulomatous 
foam-cell response. The material in the lumen of 
the dilated, cystic apocrine glands and ducts was 
PAS-positive, while the reaction in the lumen of 
normal-appearing apocrine glands was negative. 
The cytoplasm of epithelial cells lining both 
dilated, cystic apocrine glands and normal-appearing 
apocrine glands contained granular droplets, as 
well as fine, dustlike material that was PAS- 
positive; the latter was much more prominent. 


Prior digestion with diastase removed most of 
the material from the epithelial cells of the pilo- 
sebaceous apparatus. The remaining positive ma- 
terial was present in the cytoplasm as granular, 
fine, dustlike particles, similar to the material 
described in epithelial cells and histiocytes at other 
sites. This positively identified the presence of 
glycogen in the epidermis and suggested that the 
remaining PAS-positive, diastase-resistant material 
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here and at other sites mentioned is a bound- 
complex polysaccharide, glycoprotein, or lipopro- 
tein. 

Fat Stains: Sudan Black B, Oil Red O, Nile 
Blue Sulfate, and Osmic Acid.—Frozen tissue sec- 
tions stained by Sudan black B and oil red O 
exhibited droplets and fine, dustlike material in 
the cytoplasm of epithelial cells lining both the 
normal-appearing and the dilated, cystic apocrine 





Fig. 9.—Sudan black B- 
positive material in the 
epithelium lining both the 
normal and dilated, cystic 
apocrine sweat glands; 
composite 305 (AFIP 
Acc. 811818, Neg. 58- 
14552). (Illustration re- 
duced about 8%.) 


Graham et al. 


Fig. 8.—Sudan black B-positive ma- 
terial in the dermis located para- 
ductally and corresponding to sites of 
rupture of the apocrine duct; X 50 
(AFIP Acc. 811818, Neg. 58-14553). 


glands. Material in the dermis located paraductally 
and corresponding to sites of rupture of the 
apocrine ducts stained intensely black and red with 
the respective stains. Nile blue sulfate stained 
the material in all sites mentioned, but to a lesser 
degree, and the color reaction was a bluish purple 
in contrast to the usual pinkish red. Osmic acid 
stained the material only slightly in paraductal 
positions, and not at all in the epithelium of the 
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apocrine glands. Subcutaneous fat tissue gave the 
= usual black color, indicating reduction of un- 
= saturated fatty acid linkages. The vacuolated ma- 
B  terial in the lumens of dilated, cystic apocrine 
—— glands and ducts failed to take the fat stains. 

. The results of the fat stains suggested that the 
_ Stained material free in the tissue is probably a 
— saturated bound lipoprotein that has been released 
E as a result of rupture of apocrine structures and 
subsequent degeneration of the epithelium. 
- Fat stains failed to show material located para- 
= ductally in the dermis of diseases studied for 
comparative purposes. 
Reticulum, Masson, and Elastic Stains.—The 
= reticulum stain showed a marked proliferation of 
-. argyrophilic fibers in areas corresponding to the 
— location of the mucin-like material, and in the 
grietammatory foci. The Masson trichrome stain 
verified the thinning and splitting of the collagen 
1 bundles observed in the hematoxylin and eosin 
_ preparations. The elastic stain revealed either a 
diminution of fibers or complete absence in the 
- same areas. In its normal sites the elastic tissue 
. appeared fragmented, splintered, and thinned in 
all areas. An interesting feature was the presence 
of very thin strings of elastic tissue immediately 
1 beneath the epidermis and running at right or 
p oblique angles rather than parallel. 


: Melanin and Iron Stains.—The Fontana stain 
= demonstrated many melanin granules in the epi- 
- dermis and epithelium of the pilar structures. The 
= iron stain was negative. Tissue from the axillae 
_ of three patients with hidradenitis suppurativa and 
one with Bowen's disease showed an abundance of 
iron- positive material in the epithelium of the 
apocrine glands. 







E As Giemsa.—This stain verified the presence of 
e mast cells in the infiltrate. In some foci there were 
. 10 to 15 mast cells per high-power field. 


Stains for microbial organisms were negative. 
N results of microincineration were not of 
significance. 


Comment 


From our survey of the literature and the 
i recent complete reviews by others *? it ap- 
|. pears that the occurrence of Fox-Fordyce 
= disease in twins of either sex has not been 
5 poer reported. The theory of nevoid 
, origin of the process, as advanced by Gou- 
[geret and Brouet,? is supported by its pres- 
f "ence in these young identical male twins. 
- Sulzberger, in discussing the report of Shelley 
E. and Levy,” stressed the multifactorial causa- 
= tion of Fox-Fordyce disease. He mentioned 
that the peculiar susceptibility to glandular 
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obstruction may well be a kind of functional 
or structural nevoid anomaly in at least 
some cases. He suggested that the apocrine- 
gland ducts in these cases might have an 
original local, poorly functioning, very 
small opening. Sulzberger also referred to 
his work with Hermann.? Over a period of 
10 years, through tens of thousands of 
axillary applications and through examining 
hundreds of volunteers, these workers 
observed only six instances of axillary 
sweat gland abscesses that were regularly 
produced by applications of antiperspirants. 
These six examples were in members of 
just two families—three in one family and 
three in another. Shelley and Levy ? stressed 
apocrine anhidrosis due to keratotic plug- 
ging of the apocrine-duct orifice and 
subsequent development of intraepidermal 
sweat-retention vesicles as the salient 
changes in the pathogenesis of Fox-Fordyce 
disease. They proposed the name “apocrine 
miliaria" as a synonym for the disease and — 


suggested that the endocrinologic approach — — 


would probably be the most rewarding. In 
discussing this paper, Shelley agreed that 
Fox-Fordyce disease occurs in persons who 
have a susceptibility to it because experi- 
mental work in plugging the apocrine ducts 
in normal subjects never led to the disease. 
Sulzberger and Hermann? suggested that 
"full-blown" cases are rare but that there 
are probably many more instances of partial 
or rudimentary and milder forms (formes 
frustes). Shelley? referred to the rarity 
of complications or secondary changes in 
Fox-Fordyce disease, although one patient 
did develop hidradenitis suppurativa. Sulz- 
berger, in discussing the paper, also 
referred to the relationship between Fox- 
Fordyce disease and hidradenitis suppura- 
tiva. This feature has recently been 
observed by Spiller and Knox.* 

In patients with Fox-Fordyce disease, 
Winkelmann and his co-workers ?? identi- 
fied a mucinous material in the lumen of 
dilated, cystic apocrine glands and a similar 
material free in the corium. They regarded 
this material, probably a neutral mucopoly- 
saccharide or mucoprotein, in the apocrine 
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glands, together with its extrusion into the 
cutis, as the prominent feature of Fox- 
Fordyce disease. The mucinous change was 
. thought to have etiologic significance and to 
explain the chronic clinical course of the 
. disease process. Others 1! have empha- 
‘sized that the primary insult occurs in the 
dermis. After studying normal axillary 
apocrine glands obtained from 100 patients 
at autopsy, Winkelmann and Hultin !? con- 
cluded that mucinous metaplasia occurs. 
These authors studied tissue from the ax- 
illae of two additional patients, one with 
acanthosis nigricans and cne with a chronic 
bullous dermatosis of unknown etiology. 
They thought that this metaplasia might be 
a normal physiologic change or anatomic 
cycle of the axillary apocrine glands. Al- 
though the glandular mucinous change by 
itself was considered normal, mucin in the 
dermis was thought to have pathologic sig- 
nificance. 

Some observations made during the mi- 
croscopic and histochemical study of the 
tissue from our patients merit further dis- 
cussion. As in other instances previously 
reported,"? significant epidermal changes 
were present in the lesions from these iden- 
tical male twins. In addition to these ac- 
cepted changes, a striking feature in our 
patients was the presence of giant cells, 
some of the Langhans type in the epidermal 
paraductal sweat-retention vesicles. Similar 
giant cells were noted in inflammatory and 
granulomatous foci in the corium associated 
with a prominent foam-cell response at sites 
of obvious rupture of the apocrine glands 
and ducts. A foam-cell response was dem- 
onstrated in the cutis aíter experimental 
production of apocrine poral closure and 
subsequent rupture of the glands by Shelley 
and Cahn.? No mention was made regard- 
ing its presence or absence in Fox-Fordyce 
disease. Winkelmann and associates? did 
not describe a histiocytic reaction in their 
patients with Fox-Fordyce disease. The 
interpretation by Winkelmann !? and Mon- 
tagna * that the presence of dilated, cystic 
apocrine glands and ducts in tissue from 
the axilla might be a normal physiologic 
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change seems valid. We observed these e. 
same changes not only in our patients with 
Fox-Fordyce disease but also in patienti 
with other axillary disease such as hidrad- 


enitis suppurativa, folliculitis, acanthosis 

nigricans, and Bowen’s disease. It would 
seem that the material of pathologic Ee 

cance in lFox-Fordyce disease is the meta- - 
chromatic substance free in the cutis as ` 
demonstrated by Winkelmann *> and also | 
found in our two patients. This metachro- | 
matic material was further identified “9 2 
predominantly hyaluronic acid and/or chon- : 
droitin sulfate. This was verified by its. 
disappearance after testicular — 
digestion and subsequent staining with mu- - 
cicarmine, Alcian blue, and acid mucopoly- - 
saccharide techniques. It is important to 
note that the staining characteristics of the | 
mucinous material in the dilated, cystic % 
apocrine glands and ducts were not signifi- — 3 
cantly altered by hyaluronidase digestion. - 
This would seem to support the identifica 1 
tion of the latter material as a neutral muco- | 3 
polysaccharide or mucoprotein.? E 


P. 


















Another material was present in the cutis, 
both free and within histiocytic foam cells | 
at sites of apparent rupture of the apocrine | 
glands and ducts. This material stained |. 
best with oil red 0 and Sudan black B and | 
is most likely a saturated bound lipoprotein. - 
Similar material was noted in the epithelial 
cells lining both the normal-appearing and | 
the dilated, cystic apocrine glands. This - 
material has been demonstrated by Mon- 
tagna !* as a constituent of normal apocrine 3 
glands. Winkelmann ?5 referred to the ma- 
terial in the lumen of the dilated, cystic - 
glands as failing to take the Sudan black B. - ; 
stain but made no mention of the results at ; i 
other sites. We feel that the material, prob- 
ably a lipoprotein, is released from degen $ 
erating epithelial cells and, with apocrine’ 
sweat, is responsible for the inflammato 
and granulomatous foci. The presence. E 
giant cells, foam cells, eosinophils, and chet 4 ; 
inflammatory cells completes the picture of. d 


tissue response to an endogenous foreign 
body. ECC 
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B- . The complete absence of ionic iron in the 
. epithelium lining all the axillary apocrine 
glands in sections from our patients with 
= 3Fox-Fordyce disease suggests a metabolic 
-. disorder. The controls showed iron-positive 
- material in the apocrine-gland epithelium, 
although Montagna stated, "Some speci- 
mens abound in iron but it may be scarce 
"or absent in others.” 
The presence of giant cells in Fox-For- 
T dyce disease, in contrast with the rarity of 
- such cells in intraepidermal vesicles of most 
-~ skin diseases, would tend to point toward 
y. | apocrine sweat as eliciting their presence. 

= The presence of hyaluronic acid and 
chondroitin sulfate, free in the cutis for the 
most part, is not associated with inflam- 
- matory cells, This metachromatic material, 
" along with the clinical features of discrete, 
- smooth, rounded, dome-shaped papules in 
x  Fox-Fordyce disease, is comparable to the 
"changes in papular mucinosis. Johnson, 
m igdon, and Helwig ?? stained sections of 
- papular mucinosis by the various techniques 
- for demonstrating mucinous material, and 


E when the sections were digested first with 
E hyaluronidase they gave the same results 
as in Fox-Fordyce disease. At the present 
E time the significance of large amounts of 
^ hyaluronic acid and/or chondroitin sulfate 
b. in either disease is obscure, although a 


predisposed metabolic or endocrinologic dis- 
turbance seems to be the most likely expla- 
nation of Fox-Fordyce disease. No one 
factor or finding seems to completely ex- 
* plain the etiology or pathogenesis of the 
disease. 


E. Summary and Conclusions 


| The unique presence of Fox-Fordyce 
disease in young male identical twins is 
reported. This occurrence would tend to 
E support the concept of nevoid origin Or 
predisposition to development of the disease 
^ andthe probability that it is based upon an 
unknown endocrinologic disturbance. The 
absence of iron in the apocrine epithelium, 
- M along with large amounts of hyaluronic acid 
E and/or chondroitin sulfate free in the upper 
J. — corium, tends to support the theory that this 
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is a metabolic disorder. An additional sub- 
stance, probably a lipoprotein, is present 
in the corium at sites of rupture of the 
apocrine glands and ducts and accounts for 
a granulomatous inflammation with foam- 
cell response. Giant cells in the intraepi- 
dermal paraductal sweat-retention vesicles 
probably tend to verify the contents as 
apocrine sweat. 

The authors wish to acknowledge with apprecia- 
tion the contributions of M/Sgt. W. F. Engler 


Photography Division, Armed Forces Institute of 
Pathology. 


Armed Forces Institute of Pathology, 6825 16th 
Sty. NW (25). 
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E _ The “Physician-Patient Relationship" is 
ke the "Weather" as remarked upon by 
NM Mark Twain: "Everybody talks about it 
but nobody does anything about it." We, 
4 practicing physicians, are necessarily 
constant participants in this bilateral rela- 
coe but, I am afraid, too often we take 
for granted that we are discharging our 
share of the responsibility for its success 
‘by merely rendering adequate medical serv- 
‘ices. I wish to discuss this immensely im- 
portant relationship between physician and 
xatient in the light of modern medical 
practice. 
| a The numerous aspects of this relationship 
admit of a variety of classifications, but I 
-choose to set up a single and fundamental 
E e, from the physician's point of view: 
S that part of the relationship for which 
"our medical training prepares us and (2) 
iat part for which we may be no better 
p than the patient. 
"The first category comprises the so-called 
| “science of medicine": we bring to the 
- Physician-Patient Relationship the learning 
an skills that we acquired during our medi- 
al training and to which we add as further 
Ok owledge becomes available to us. This 
L ervoir of knowledge, skill, and judgment 
s taken for granted by the patient when he 
c Due: the physician, and I shall assume 
ihat it is adequate for the purpose of my 
di Bruson today. 

Tt is the second category that I wish to 
plore with you now. When Hippocrates 
Ese his first aphorism, "The art is 
long; life short," medical practice depended 

"almost entirely upon "the art.” Now we 

have “art and science," but our medical 

BF ining is concerned almost entirely with 
E Submitted for publication Oct. 14, 1959. 
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"the science"; as medicine becomes more 
scientific it naturally depends more on sci- 
ence and less on "the art." The more spe- 
cifics and quasi-specifics our training can 
provide, the more we tend to become satis- 
fied with these as our contribution to the 
"Physician-Patient. Relationship," to the ex- 
clusion of all of the other factors which are 
inescapable and integral parts of that rela- 


tionship as the patient expects it to be. Tt - 


is this many-faceted segment of the rela- 
tionship between physician and patient that 
I consider "the art." “The art is long; life 
short," yet few of us even begin to learn 
"the art" until our medical lives, short as 
they may be, are half gone; the more science 
we have to help us, the less adept we become 
at acquiring "the art." 

Defore science and more or less exact 
clinical techniques were brought to bear 
upon the everyday practice of medicine, “the 
art" was by necessity the sine qua non of 
medical management; but so far as the 
"Physician-Patient Relationship” is con- 
cerned, I dare say that a greater proportion 
of patients are dissatisfied with that relation- 
ship now than before we had science to help 
us. It seems paradoxical that although phy- 
sicians now cure or ameliorate more diseases 
more quickly than ever before, we hear of 
more discontent among patients relating to 
the medical profession in general than when 
our treatment was less spectacularly suc- 
cessful And what of those patients in whom 
our treatment is not successful, or at least 
not as successful as the patient thinks it 
should have been? What does our science 
and medical training avail us here? 

Although my examination of the “Physi- 
cian-Patient Relationship” is not primarily 
concerned with malpractice prophylaxis, the 
two subjects have a reciprocal bearing upon 
each other and I should like to adduce a few 
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appropriate -observations made by Samuel 
Polsky, Ph.D., Associate Professor of Law 
at Temple University and Director of the 
Philadelphia Medico-Legal Institute, at a 
forum on “The Doctor and His Practice”: 

First of all, let me say that the great bulk of 
malpractice actions in this country are readily 
preventable. If I were required to state a first 
principle of preventive law in malpractice actions, 
it would be that diagnostic and surgical skills are 
less important than establishing a friendly physi- 
cian-patient relationship. 

For proof you need only look at the medical 
quack. Of the tens of thousands of malpractice 
actions that fill our law reports, how many are 
directed against quacks? Disconcertingly few. 

The reason is not difficult to find. The only skill 


the quack has to sell is the ability to establish 


rapport with another person. Medical skill is 
absent—yet so are malpractice suits. 


May I suggest that the modern surgeon exhibits 
a somewhat lesser degree of warmth in establish- 
ment of the physician-patient relationship? May I 
also suggest that this factor, rather than the risks 
inherent in surgery, often makes the surgeon the 
target of malpractice litigation? 

What, then, does a patient need and ex- 
pect from his doctor in addition to knowl- 
edgeable diagnosis and treatment? He needs 
to know that the doctor appreciates him as 
a fellow human being and is “on his side"; 
that the doctor is primarily and exclusively 
interested in getting him well and is doing 
all he can to accomplish this. He wants to 
be glad that he chose the particular doctor 
that he did, regardless of the outcome. This 
sounds like rather a lot to expect, yet it is 
expected not only by patients of their doc- 
tors but by clients of all professional men: 
lawyers, architects, tax accountants, veteri- 


` narians, or what have you; but more deeply 


and more personally and more desperately 
by patients of their doctors. 


If supplying these needs and expectations 
of the patient is all there is to “the art," 
then any reasonably intelligent and human 
physician should be able to figure out the 
details and apply them; the trouble is that 
many of us are so constituted that in our 
zeal to effect a cure we completely overlook 
the “fringe benefits" that the patient expects 
and deserves; others are naturally timid or 


reserved and shrink from anything more 


Hall 
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than an absolute minimum of personal re- 
lationship with patients; still others just | 
cannot be bothered. 1 
No matter which of these three explana- — 
tions or combinations of them applies to any 4 
one of us, we must have chosen the field of | 
medicine with some ideals and high resolve - 
to give aid and comfort to our fellow men; — 
I do not for a moment suggest that we have — 
rejected these ideals. But somewhere along — 
the line our sense of proportion may have | 
become warped: the proportion between — 
"the art" and "the science," which can best | 
be expected to accomplish what our ideals — 
inspired us to attempt. E 


When did our sense of proportion become 
warped? At the very outset, as it was being — 
formed. From the time we entered medical _ 
school until the time we finished our post- - 
graduate work and saw our first private | 
patient, almost every waking moment was 
used to increase our store of knowledge of E 
subjects having to do with understanding, | 
diagnosis, treatment, and prevention of dis- -~ 
ease; how much did we learn about under- | b. 
standing the Patient? Oh, yes, we were _ 
pertoditglle admonished to "treat the pa- - 
tient, not just the disease," but were we 
taught what this means? I graduated from al 
a top-flight medical school which rejoiced in 3 
the reputation of stressing the clinical as- 
pects of medical education, but I was ex- — 
posed to only one book which treated of - 
human relations in medicine, Palfrey’s Ai 4 
of Medical Practice," and that only as “sug> | 
gested outside reading." $3 


Rodger L. Buck, M.D., of the Departr 
of Social Relations of fabu Universite ty, 
in a thought-provoking paper, “Socio cu l- 
tural Stresses and the Physician-Pati der it 
Relationship” states: “Practicing physicians | 
are unable to avail themselves sufficiently of 
the growing mass of literature on the behav- 
ioral sciences. Medical schools, for that 
matter, are only beginning to include behav- 
ioral science material in the medical curric- 
ulum." In this regard, it is encouraging to 
note that Stanford Medical School has re- 
cently announced that its newly reorganized . 
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= curriculum will stress such teaching. Dr. 
Lyman M. Stowe, Associate Dean for Aca- 
— demic Affairs at Stanford, stated in a recent 
E press interview: "Doctors should not be 

_ just technicians taking care of diseased 
. organs. They should be trained scientists 
= who know the behavioral sciences and the 

-= humanities as well as medicine—Our ideal 
-~ in the teaching program is to go back to 
= what the word doctor means: a learned man 
| En the past, some of the qualities which 

are considered good in man have been lost 
— in medical education. We intend to replace 
33 some of the idealism in training doctors." 


b = Our own Dr. M. E. Obermayer, in his 
- Presidential Address before The Society for 
b 
— Investigative Dermatology in June of 1957, 
decried the fact that “today’s specialized 
- education does not prepare the individual to 
- LIVE—only to WORK." He goes on to 
- say that “The result is that our average 
E young physician is not an interesting per- 
- son" and often displays “colossal ignorance 
~ as well as lack of curiosity about anything 
= not pertaining to the immediate and only 
E ie, the successful passing of the 
-. American Board of his specialty. His un- 
E ende of human nature is often super- 
paca he does not realize that "normal" 
covers a wide range in sexual, social, and 
ES spheres. 
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What is the connection between a “human- 
istic education" and “the art" of medical 
1 practice? Surely a man who is familiar with 
— such subjects as history, biography, philos- 
- ophy, and applied psychology, is better pre- 
E . pared to cope with the vagaries of human 
- behavior, his own as well as his patient's, 
- than one who is learned only in the fields of 
- the sciences. So that there may be no mis- 
E understanding or misinterpretation of my 
3 thesis, I must indulge in a few illustrative 
. details. 






1 A truly educated man, one whose educa- 
- tion has included the humanities and the 
i behavioral sciences, is never a pedantic man; 
3 he would never be guilty of "talking down 
— to” patients or otherwise make a display of 


his erudition, because he would be primarily 
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and sincerely concerned with trying to un- 
derstand the patient as a person and trying 
to make the patient understand him. Unre- 
stricted intercommunication and mutual un- 
derstanding and respect are the very 
foundations of a physician-patient relation- 
ship which is satisfactory to both physician 
and patient. Today’s office patient is “grown 
up” and reads articles on medical subjects, 
with which he is constantly bombarded in 
the lay press and periodicals; he wants the 
doctor to know how well read he is and uses 
his meager knowledge to “prime the pump" 
as it were, hoping thereby to induce a flow 
of wisdom from the fountainhead, his doc- 
tor. The cognizant physician will not ridi- 
cule what he may consider ill-conceived, 
mistaken, or even ridiculous ideas which the 
patient has read, heard, or dreamed up; he 
will guard against deflating the patient’s ego 
or appearing to inflate his own; nor will he 
retreat to pomposity when his advice or 
decision is questioned or when expected 
improvement or cure is not forthcoming. 

Such a physician, whether his humanistic 
education was acquired formally or by con- 
stant awareness of the feelings of “the other 
fellow” during long intimate contact with 
patients, will realize that his patient is a 
participant in the disease and not merely a 
passive host to an aggregation of symptoms 
and signs; his patient wishes to be a par- 
ticipant in the treatment as well, working 
on the team with his doctor and deserving 
some of the credit for improvement or cure. 
I need hardly point out that such an attitude 
on the part of the physician engenders pa- 
tient-cooperation. Our "humanist" will also 
understand that many patients, even though 
they may not appear apprehensive, harbor 
fears with regard to their disease which 
may be rational, irrational, compulsive, or 
just "far fetched"; these fears may never 
be expressed but the physician must antici- 
pate their presence and deal with them ap- 
propriately. If they are rational and 
justified, they must be discussed with frank- 
ness and truth tempered with kindness, but 
not twisted beyond recognition by it. Some- 
times a truth which seems innocuous to the 
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physician can be interpreted in a terrifying 


way by an apprehensive patient; the physi- 


cian must be keen to sense such reactions 
and make sure that unjustified fears are not 
ridiculed, no matter how irrational they may 
seem to him, but brought out into the open 
and dissipated with sober positive reassur- 
ance. 

But even though we grant that more op- 
portunities to study the humanities and be- 
havioral sciences is a pressing need in 
medical education and do all we can to 
encourage the inclusion of such courses in 
medical curricula, what can we do about 
ourselves who have “crossed the bar" and 






“put out to sea," so far as formal ed 1cat ion 
is concerned: Any physician worthy of th: 
name sincerely wishes to help his patient | 
in every way that he can; we must be cor n- 
stantly aware that many of our patie nts 
need help in other areas than their p 
ing symptoms and signs would indicate, 2 

all of them crave personal attention | 2 
appreciation. "Vita Brevis." We i aa 
the time and make the effort. A little humi 
ity and humanity will make it possible fi 
all of us to give our patients the advante it 
of "the art" as well as "the science" of 


Ji 


medicine. 3 A 
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Bi richophyton Rubrum: Exposure and Infection 
- Within Household Groups 


3 HUGH MANY, M.D.; VINCENT J. DERBES, M.D., and LORRAINE FRIEDMAN, Ph.D., New Orleans 


L The epidemiology of dermatophyte infec- 
_ tions of the glabrous skin is largely un- 
- known. There are, however, two major 

K Éschools of thought as to its nature. In one 

— of these, Baer and others consider that der- 

— matophytes may at times simply be part of 

- the normal cutaneous flora. The appearance 

— of clinical disease is thought largely to de- 

pend on local resistance.! In the other 

— school the thought is held that development 

_of clinical lesions may be closely related to 

. exposure to contaminated material in shoes 

or on floors.? 


This paper is a study of the relation of 
exposure and infection of Trichophyton 
- rubrum within 30 household groups repre- 
— senting 127 people. 


EC 
n 


^u Procedure 
E After persons with proven cases of T. rubrum 
= were obtained from the Tulane and Charity Hospi- 
$ pe Dermatology clinics, all available members of 
— their households were interviewed and examined. 
All lesions except those clearly from other causes 
were thoroughly cleaned, then vigorously scraped 
— both for examination in KOH mounts and for 
4 culture on Mycosel * media. Negative cultures were 
- retained at least three weeks before discarding. 











m 


og Results 


p- 


=A total of 30 households or 127 people 
— were examined for T. rubrum in the June- 
P | Augus, 1958, period. Of these, 24 house- 


- A Submitted for publication Oct. 19, 1959. 
— From the Division of Dermatology, Department 
- of Medicine, and the Department of Microbiology 
- of Tulane University School of Medicine, and 
from Charity Hospital of Louisiana in New Or- 
- leans. Aided by a grant from the Menage Research 
- Fund in Dermatology. 
* Sabouraud's glucose media containing cyclo- 
- .hexamide and chloromycetin. 
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holds or 97 people were Negro, and 6 
households or 30 people were Caucasian. 
All members of each household shared one 
dwelling with the exception of a group made 
up of a mother, her children, and their 
families. This household was treated as a 
single unit, as these people lived within a 
small area and had daily, frequent, and close 
contact. 

The universal complaint was a severe 
pruritus which was generally worse at night 
and was increased by sweating and heat. In 
a number of the discovered cases this itching 
was described as being of a relatively milder 
degree even when fairly extensive lesions 
were present. 


Ringworm infections were worse during 
hot and moist weather. In the milder cases 
complete remissions usually occurred during 
the colder winter months. Questioning dis- 
closed that in a number of the older cases 
there seemed to be a progressive severity 
of the disease from year to year with less 
relief during succeeding winters. 

Clinically suggestive lesions gave positive 
KOH mounts in roughly 75% of the cases 
and positive cultures in virtually all in- 
stances. Exceptions to this did occur where 
medications were in use, and in these cases 
it was necessary to rescrape and reculture 
or accept recent clinical culture results. 


Roughly 70% of the positive cultures 
were of the granular type with a central 
knob of crateriform appearance, while the 
remaining positive cultures were variations 
between this and colonies of the downy or 
fluffy type. Typical mycelia and typical 
microconidia developed in all but two cul- 
tures, these two being the only ones requir- 
ing subculturing on pure Sabouraud’s 
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Age (Yrs.) 0-10 11-20 

Sex M A. NM M 
Positives seek. treat. 0 0 5 0 
Total neg. 18/ 14/ 9/ 9/ 2/ 
Total pos. Ibo i AEE «i /0 


glticose agar. In all cultures there was the 
development of a dark-red to reddish-brown 
pigment with varying amounts of yellow. 


In no cases were other pathogens cultured 
from the T. rubrum lesions, although in two 


=- households other active lesions of dermato- 


phytoses were present. In one the initial 
patient had both T. rubrum and pityriasis 
versicolor while a sibling was found to have 
a corporeal lesion of Microsporum audou- 
ini; in the other household a nephew of the 
initial patient suffered from pityriasis versi- 
color. 

Multiple infections of T. rubrum occurred 
in 11 of the 30 studied households, or 37%. 
There were multiple infections in only 2 of 
the 15 involved conjugal pairs, and in one 
of these two cases only the toenails of the 
spouse were infected. 


The over-all incidence of infection among 
the sexes was about equal, there being 23 
men and 20 women. An examination of 
Table 1 indicates that the infected men 
ranged from 11 to 40 years, whereas the 
bulk of the women were older, being be- 
tween 20 and 60. Although the study was of 
a limited scope, infections in the younger 
age groups, especially in the first decade, 
were shown to be relatively rare. All T. 
rubrum lesions among these young were, 


TABLE 2.—Duration of Exposure Versus 
Frequency of Infection 





Years 

Less 

Than Over 
Duration of prim. infect. 1 1-2 3-5 6-10 10 
No. neg. grps. 4 3 6 4 2 
No. pos. grps. 1 3 2 4 1 
Many et al. 
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with one exception, of an acutely vesicular 
nature. E 

The duration of the primary household 
infections ranged from 1 month to 35 years 
with an average of 4.4 years. The average. 3 
length of exposure in the household with P 
multiple infections was roughly seven years, ; 
and in the homes with single infections S 
about five. In 7 of the 11 households with - 
multiple infections, the one of longest b 
tion was of a previously undiagnosed mem- - 
ber of the family group. Table 2 suggests | 
that multiple infections are very infrequent - 
when there is less than one year of conta t 
and occur in roughly half of the households s 


where there are longer periods of exposure. 
Table 3 shows that there are multiple 
areas of skin infections in 27 of the 43 _ 
infected individuals, or in 63%. Infections — 
of the nails occurred in a total of only - 
6.9%, and no hair infections, subcutaneous | 
lesions, infections of the genitalia, or signifi- - 
cant dermatophytid reactions were noted. — - 
Y 


TABLE 3.—Location and Frequency of Lesions 

















4 
Single Lesion Multiple Lesion — 
Area No. % No. % , 
2 
Hands 0 0 7 16.3. & 
Arm 1 2.3 5 11.6 
Axilla 2 4.6 5 11.6. 1 
Head & neck 1 2.3 2 4.6° 1B 
Chest 0 0 2 46 Wa 
Abdomen 0 0 4 9.3 D 
Back 1 2.3 3 7.0.7 28 
Lateral body 0 0 1 2.3 ? 
Buttocks 0 0 13 31.0 = 
Perianal è 1 2.3 9 21.9 wf 
Groin 7 16.3 17 39.5 
Leg 1 2.3 7 16.3 
Foot 0 0 6 14.0 
Toenails 1 2.3 1 2.3 
Finger & toenails 1 23 2 4.6 
Fingernails 0 0 0 0 : 
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Comment 


The criterion for a T. rubrum infection, 
although of an apparently clearcut nature, 
‘is still subject to considerable disagreement. 

E This is caused primarily by the claim that 
— a very high incidence of positive cultures 
— can be obtained by meticulous scrapings of 
. exposed but apparently normal skin. This 
. may indicate either a temporary and trivial 
—. infection maintained by a continued massive 
exposure, or this may reflect many infec- 
tions of varying sizes which are silent due 

— .to the failure of an inflammatory response. 
4 7 Although a comprehensive study of healthy 
skin areas might shed light on possible res- 
= ervoirs of infection, it would have been 
= impractical for this study and of little clin- 
= ical value. Therefore, the adopted criterion 
for infection was the culturing of T. 
. rubrum from clinically visible lesions. 


p" 
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. Even with this criterion, there is still 
= gross disagreement within the literature as 
. to the relation of exposure to infection. In 
- the older publications the incidence of multi- 
. ple infections within households was stated 
. to be virtually nonexistent,"* whereas in the 
= more recent study by English (1957), an 
apparently meticulous work, this incidence 
- was found to be roughly 5006.5 Although 
most authors feel that transmission within 
family groups is quite rare, this earlier 
conclusion was reached with little to no 
= systematic examination or follow-up of the 
= patient's household. 









_ This study shows multiple infections oc- 
F. - curring in 37% of the 30 examined house- 
holds. This figure is in fairly close 
: š agreement with the 50% of English’s work.® 
— Possibly the 13% difference results from 
= these studies being of such small groups, 
= the very different peoples involved, or our 
— lack of a several-year observation period. 
-. According to Table 2, multiple infections 
- occurred only once when expesure was 
less than one year. If the short-exposure 
group of families is disregarded, the over-all 

- incidence more nearly approaches 50%. 
a The range in resistance of individuals to 
—. the development of clinically visible lesions 
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is considerable. Fifteen families were ex- 
amined at their homes. In some of these 
households with multiple infections, contact 
had been brief and slight, whereas in other 
households a gross and continued exposure 
for many years within squalid living condi- 
tions caused no suggestion of a ringworm 
infection. 


With an over-all multiple household in- 
fection rate of 37%, the mutual conjugal 
infection rate of 2 out of 15 is surprising 
in view of the relatively great exposure. 
Possibly the variation in genetic makeup of 
conjugal partners decreases these instances 
of spread. This is further suggested by 
certain families who had a few more than 
average active fungal type infections and 
histories strongly suggestive of many more. 


Summary and Conclusions 


Thirty households representing 127 indi- 
viduals were examined and of these, 11 
households, or 37%, had multiple T. rubrum 
infections. In the five households with ex- 
posure of less than one year, there was only 
one multiple infection. 


In the 11 households with multiple infec- 
tions, the persons with the earliest infections 
were first to seek medical aid in only three 
cases. 


Multiple areas were involved in 63% of 
the 43 infected individuals. Of the major 
areas, the groin was positive in a total of 
56% of the cases, the buttocks in 31%, and 
the perianal region in 23%. The feet were 
infected in only 14% of the cases and the 
nails in only 7%. 

Of 15 conjugal couples with a T. rubrum 
lesion, there was a multiple infection in only 
two instances. Exposure in all of these 
cases was over one year. 

From a study of these data and the his- 
tories, there emerges a considerable varia- 
tion among individuals as to their resistance 
to clinical infections. The very high inci- 
dence of multiple infection among certain 
genetically related groups and the low inci- 
dence between conjugal couples suggest that 
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one or more hereditary factors may be in- 
volved. 


Dr. Vincent J. Derbes, Division of Allergy and 
Dermatology, Tulane University School of Medi- 
cine (12). 
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Amyloidosis: A New Clinical Type 


WILFRED E. WOOLDRIDGE, M.D., Springfield, Mo., and JOHN B. FRERICHS, M.D., El Paso, Texas 


[n recent years there have appeared sev- 
eral reports of cases the principal clinical 
feature of which consisted of yellowish 
papules on the exposed areas of the skin.*° 
These lesions have appeared during child- 
hood, or more often in adulthood, have 
slowly increased in number, and have some- 
times been pruritic. A consistent feature has 
been their appearance in individuals much 
exposed to sunlight. 

These cases have always been labelled 
“colloid milium" or “colloid degeneration." 
The term “colloid,” however, is admittedly 
poor and has been perpetuated only for lack 
of a better one. This group of reported 
cases has been a loosely bound one, since 
there existed no definitive staining reactions, 


Submitted for publication Oct. 19, 1959. 
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there was a wide individual variation in 
clinical features, and also because there was 
no predictable response to treatment. 

We feel, therefore, that the following case 
is a significant one because it is clinically 
striking and because it has been extensively 
studied and found to present some unusual 


laboratory features. 


Report of a Case 


A 12-year-old boy was first seen in 1952, Since 
the age of 4 years he had developed an increasing 
number of yellow, asymptomatic papules. The first 
lesions appeared on the cheeks, and thereafter 
symmetrically developed across the nose and on 
the sides of the neck. No lesions were ever noted 
on the hands, ears, forehead, or in the nuchal 
region. 

The first lesions were noted after a severe sun- 
burn. Subsequent lesions always developed after 
overexposure to the sun. New lesions never ap- 
peared during the cooler seasons, but neither was 
there any fading of existing lesions at that time. 


Figure 2 
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AMYLOIDOSIS—NEW TYPE 





The boy was fair-skinned, did farm work, and 
stayed more or less chronically sunburned during 
six months of the year. In spite of protests by 
his parents, he steadfastly refused to wear a hat. 

There was no family history of similar trouble. 
The boy had otherwise been in excellent health, 
was taking no medication, and never had any 
illness of consequence. 

Examination showed the sides of the face to 
be almost solidly involved with a yellow, plaque- 
like thickening (Figs. 1 and 2). The normal skin 
folds were exaggerated into clefts, especially at 
the lateral canthi. Across the nose, individual le- 


Fig. 4.— Tissue pattern 
resembling that of col- 
loid Hematoxy- 
lin and eosin stain; re- 


milium. 





duced 8% from mag. 
x 100. 
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Fig. 3. — PAS-positive 
"membrane" at dermo- 
epidermal junction. Re- 


duced 8% from mag. 
120. 


sions were apparent as 2 to 4 mm. papules re- 
sembling verrucae planae. This feature was also 
present on the sides of the neck. The over-all effect 
was to give the boy the wizened appearance of an 
old man. There were no other skin lesions of note. 

A complete physical examination failed to reveal 
any other abnormalities. Urinalysis, complete blood 
count, fasting blood sugar, intravenous PSP and 
intravenous Congo red tests were normal. An in- 
tradermal Congo red test was also normal, as 
was an ultraviolet light tolerance test (2,500 to 
3,600 A.). No Bence Jones urinary protein was 
found. A determination of urinary porphyrin was 
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Fig. 5.— “Membrane” 
blending over into the 
milium-like material. 
PAS stain; reduced 8% 
from mag. X 260. 


made by C. J. Watson, M.D., University of Min- 
nesota Hospital, and was found within normal 
range. 


The interpretation of the histological examina- 
tion provoked much discussion. The tissue picture 
was that of masses of acellular material lying in 
aggregations beneath the epidermis and apparently 
deriving from the papillary bodies. This material 
was eosinophilic, often in continuity with the PAS 
“membrane” between epidermis and cutis. It was 
Schiff-positive and stained intensely with methyl 
violet. It did not stain with Congo red. The 
“shattering” effect seen in so-called colloid milium 
was a prominent feature. 

On the basis of the above data we were unable 
to label the case satisfactorily with any previously 
employed term. We preferred some hybrid label, 
as “amyloid milium,” but did not wish to further 
complicate an already overcrowded nomenclature. 
Following our examination the patient and/or his 
tissue sections were studied by others. 

Dr. John H. Lamb volunteered a clinical diag- 
nosis of colloid milium but considered the likeli- 
hood of the acellular material being amyloid too 
great to be ignored. In accordance with this 
thought, the late Dr. Zola Cooper favored a histo- 
logic diagnosis of amyloidosis. 


The Pacific Dermatologic Association, in its 
slide seminar of 1954, agreed to a diagnosis of 
amyloidosis. 

The St. Louis Dermatologic Society could not 
agree on either a clinical or histologic diagnosis 
but the members stated they had never seen such 
a patient in whom a diagnosis of amyloidosis had 
been entertained. This was also the conclusion of 


124/232 





the dermatologists examining the patient at the 
1952 meeting of the Southern Medical Association. 

Treatment with keratolytics, while the workup 
was being completed, was ineffective. Later, be- 
cause of the resemblance of the patient to cases 
of colloid milium, he was treated with ascorbic 
acid, 400 mg. daily, according to the article of 
Way.’ This treatment was abandoned after three 
months, during which time no improvement could 
be seen. 


There being no other promising therapy known, 
no treatment was given between 1953 and 1958 
other than local sunscreen preparations and our 
insistence that the patient wear a hat. At the end 
of these five years, all of the previous lesions 
remained but there had been no further progres- 
sion of the disease. 


Comment 


From a clinical standpoint, there is noth- 
ing in this patient to suggest a diagnosis of 
amyloidosis. If one had seen cases of colloid 
milium in the past, the first glance at this 
patient would bring that diagnosis to mind. 
From a histologic point of view, however, 
it is difficult to escape the fact that the pa- 
tient does have cutaneous amyloidosis. In 
fact, there is no reason to think otherwise 
except that such lesions have not been here- 
tofore described as being due to the deposi- 
tion of amyloid material. 

A handicap has been the lack of an exact 
definition of amyloid and a precise method 
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of testing for it. 
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It is now generally ac- 
cepted that amyloid, due to its variable 
composition, shows some staining inconsist- 
encies. In the past, the idea became preva- 
lent that the intravenous and intradermal 
Congo red tests were the most reliable diag- 
nostic procedures. This has been a miscon- 
ception. Nomland * stated otherwise as early 
aş his 1936 article, “Red staining of deposits 
of amyloid with methyl violet is the most 
diagnostic reaction for amyloid.” 

It is evident, however, that metachromatic 
staining of amyloid material with methyl 
violet is to be trusted only when the proce- 
dure is exact and carefully performed. In 
a recent discussion, Winer? commented, 
“Staining amyloid is very much a hit-and- 
miss proposition, because not only do stains 
vary in their ability to penetrate tissues, but 
also the pH of the fixing solution and of the 
tissue stained are inconsistent and vary 
from laboratory to laboratory to such an 
extent that one laboratory may produce a 
positive stained section, whereas a second 
laboratory will report it as negative." We 
would moderate that view with our opinion 
that the procedure, if meticulously per- 
formed, is. sufficiently reliable to give the 
methyl violet stain a high percentage of 
correct reactions and a low percentage of 
false positives. We also consider it to be, 
by far, the most reliable test for amyloid 
substance. 

Perhaps more perplexing than the reli- 
ability of the methyl violet staining reaction 
is the variable composition of amyloid itself, 
which introduces some changes in the inten- 
sity of staining. It has been suggested that 
primarily deposited amyloid stains differ- 
ently than amyloid deposited as a complica- 
tion of some other disease? Since primary 
amyloid is rarely found it has been some- 
times termed "atypical amyloid” or “par- 
amyloid." ? 

For this reason it is only possible at this 
time to agree with the statement of Rosen,!? 
“Present evidence indicates that amyloid is 
principally protein in character, that it has 
a sulfate-bearing polysaccharide fraction, 


and that it is a product of variable chemical 
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composition comprising a group of clos sel T 
related substances." 


In this connection, it is interesting to note 
the remark of Percival and Duthie !! hat 
the material in their case of “colloid pseudo 
milium” seemed also to be a protein material 
with characteristics very similar to that i 


our own case. 4 


With the probability that the material e 
countered in our patient was truly amyloid 
we searched for accounts of other cases of 
amyloidosis occurring as a result of any so; rt 
of irradiation. The references were fe vs 
there being only those of Freudenthal," 
who noted deposits of amyloid material i 
keratoses, epitheliomas, and oylindrom i 
and the two cases of Lowenburg-Scharen - 
burg and Bassett? in which amyloid de- 
posits were found in the brain underlying y 
sites of skin carcinoma receiving vigorous 
treatment with x-ray. Pursuing this line of * 
investigation still further, we have failed to 
discover any evidence of amyloid in tissai 
sections of our cases of solar dermatitis or 
prominently light-sensitive discoid lupu 
erythematosus. 


Conclusions 4 


While realizing that any due " 
based on a single case is precarious we are, - 
nonetheless, forced to conclude that ou 
patient does have cutaneous amyloidosis, on 
the basis of present-day criteria. This being ra 
true, we note the clinical similarity between 
this case and the condition termed colloid 
milium, when this latter term is not used : 
erroneously to designate epidermoid cysts. | 

The facts that both amyloidosis and col- 
loid milium are “degenerative” conditions, — 
that the cases here referred to have followed _ 
sunlight exposure, that the deposited mate- 2 
rials seen to be protein in character, and that | 
the case reported presents features of both - 
diseases,’ lead us to believe that future in- 
vestigation with these possibilities in mind | 
may prove “colloid” and “amyloid” more 
closely related than was formerly believed 2 
At least this may be true insofar as the skin | 
is concerned. 
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Summary 


— A case of papular skin disease involving 
E face and neck, occurring after excessive 
exposure to sunlight, is described. 

= The histological features and staining re- 
- actions of this case are discussed. It is 
- concluded that the patient exhibits a type of 
cutaneous amyloidosis hitherto unreported. 
. The characteristics of colloid material and 
— iid are compared and various simi- 
rities are noted. It is predicated that, in 
the skin, these may be closely allied sub- 
“stances. 

" -. 107 Professional Building, Springfield, Mo. (Dr. 


- Wooldridge) ; 616 Mills Building, El Paso, Texas 
(Dr. Frerichs). 


1 E REFERENCES 


^S 

. 1. Hailey, H.: Colloid Milium, Arch. Dermat. 
t Syph. 58:675-679 (Dec.) 1948. 
22. Anderson, N., and Rowe, L.: Case for Diag- 
Kc ysis, A.M.A. Arch. Dermat. 73:298-299 (March) 
7 )56. 
1:3, Traub, E.: Colloid Degeneration: Case Re- 
E. A.M.A. Arch. Dermat. 74:100-101 (July) 
~ 1956. 
E 
b -& 


db 
= 


Mi s d mm 


"2 


Pv 


4. Bienvenu, L., and Lever, W.: Colloid De- 
generation (Colloid Milium) of the Skin, A.M.A, 
Arch. Dermat. 78:115-116 (July) 1958. 

5. Bloom, D.: Colloid Degeneration of the Skin, 
A.M.A. Arch. Dermat. 78:529 (Oct.) 1958. 

6. Way, S. C.: Colloid Milium: Vitamin De- 
ficiency Disease? Arch. Dermat. & Syph. 45:1148- 
1155 (June) 1942. 

7. Nomland, R.: Localized (Lichen) Amyloido- 
sis of the Skin, Arch. Dermat. & Syph. 33:85- -98 
(Jan.) 1936. 

8. Winer, L., 
Rowe's Case.* 

9. Bauer, W., 
mors" of Atypical Amyloid (Paramyloid), Am. 
J. Clin. Path. 19:1097-1112 (Dec.) 1949. 

10. Rosen, S. H.: Classification and Pathology 
of Amyloidosis, U.S. Armed Forces M.J. 2:709- 
714 (May) 1951. 

11. Percival, G., and Duthie, D.: Notes on a 
Case of Colloid Pseudomilium, Brit. J. Dermat. 
60 :399-404 (Dec.) 1948. 

12. Freudenthal, W.: Amyloid in der Haut, 
Arch. Dermat. u. Syph. 162 :40-94 (Oct.) 1930. 

13. Lowenberg-Scharenberg, K., and Bassett, R.: 
Amyloid Degeneration of the Human Brain Fol- 
lowing X-Ray Therapy, J. Neuropath. & Exper. 
Neurol. 9:93-102 (Jan.) 1950. 


in discussion on Anderson and 


ARCHIVES OF DERMATOLOGY 


and Kuzma, J.: Solitary "Tu- 





A 
TAK FY 





Divided Nevus 


A Clue to the Intrauterine Development of Melanocytic Nevi 53 


RAYMOND HARRISON, M.B., Ch.B., and MILTON OKUN, M.D., Boston 


lhe pathogenesis of melanocytic nevi is 
not known, although several divergent hy- 
potheses have been advanced. Consequently, 
it is not possible to date the earliest changes 
leading to the formation of these lesions. 
Hairy nevi, especially the giant bathing- 
trunk type, and about 266 of other nevi are 
present at birth. The majority usually first 
appear in infancy and childhood. Apparent- 
ly the earliest appearance of pigmented nevi 
in the fetus has not been recorded. S. W. 
Becker Jr., in an examination of over 100 
fetuses in various stages of development, 
has stated that he failed to find any nevi.! 


Divided nevus is a term which has been 
applied to a special type of melanocytic 
nevus involving both upper and lower eye- 
lids, the lesion being unique in that it is 
composed of two parts which form a con- 
tinuum when the lids are closed. The divided 
nevus has interest beyond its value as a mere 
curiosity since its singular configuration in- 
directly establishes the period in fetal life 
during which it was formed. 


survey of the literature has revealed less 
than a dozen cases,^* which is somewhat 
surprising considering the frequency of pig- 
mented nevi. 


Report of a Case 


The patient, a 16-year-old white girl, was first 
seen at the Ophthalmology and Dermatology clinics 
of Boston City Hospital because of pigmented 


Submitted for publication Oct. 22, 1959, 
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mology, Boston City Hospital (Dr. Harrison) ; 
Resident in Dermatology, Massachusetts General 
Hospital, formerly Resident in Dermatology, Bos- 
ton City Hospital (Dr. Okun). 





Figure 2 


areas of the left upper and lower lids, present 
since birth. There was no history of bleeding 
or progressive enlargement of the lesion, and the |. 
patient was concerned only with the advisability of .— 
cosmetic treatment. E 
On examination, a divided nevus was observed - 
on the left upper and lower eyelids (Figure) 
forming a crescent in perfect contiguity when the  - 
lid margins were in apposition. A tiny papillary 
excrescence was noted arising from the upper UR 
component. Slit lamp biomicroscopy showed no ~ 
extension on the conjunctival aspects of the lid ` 
margins, and no abnormal bulbar pigmentation was i 
observed. Ophthalmologic examination was other- - 
wise completely normal (Figure). a 
The excrescence was removed from the upper 
lesion for histologic examination, which revealed 4 
the pattern of a compound nevus. There was no 
evidence of malignant activity in the junctional. ~ 
melanocytes. No change was clinically observed 
during a period of three months, and it was con- | 
sidered that the cosmetic appearance did not war- 


rant surgical intervention. 
9 
















Comment 


At the 16 mm. stage of fetal development . 
the lower lid is forming. The upper lid first . 
appears at the 17 mm. stage. The lids begin * 
to fuse, from within outwards, at about the LL 

127/285 — — 


vu 


~ Age-Length Relationships of the Human Fetus’ 


$ "EE na 


A 4 weeks 7.8 mm. 
E 5 weeks 12.2 mm. 
pe 6 weeks 17.6 mm. 

A 7 weeks 24.0 mm. 

8 weeks 31.3 mm. 

OM 9 weeks 39.6 mm. 

A 10 weeks 49.0 mm. 
2 a 


mm. stage. Ectodermal fusion (or more 
“accurately, adhesion) is complete at 37 mm. 
and persists until shortly before birth, al- 
though the lids begin to reopen during the 
sixth month ( Table).? 

- Zimmerman in his study of pigmentation 

1 the Negro fetus, has stated that dendritic 
Erclanctisss first appear early in the third 
pon of development. 

The configuration of the divided nevus 


E. es it almost certain that it arises from 
-a single focus. This could only occur during 
the intrauterine period of lid fusion. The 
- fact that melanoblasts are present during 
this period supports this view. 


In summation, the presumed sequence of 


| | events leading to the formation of a divided 
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nevus suggests that melanocytic nevi may 
develop as early as the second trimester of 
fetal development. 

We wish to acknowledge with gratitude the 
valuable advice of Dr. Thomas B. Fitzpatrick, 
Professor of Dermatology, Harvard Medical 
School. We also are indebted to Dr. LeRoy 
Aaronson for his help in the preparation of this 
report. 


Massachusetts Eye and Ear Infirmary, 243 
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Reactions in Green Tattoos 


The Significance of the Valence State of Chromium 


L. J. A. LOEWENTHAL, M.D., M.R.C.P., D.T.M. & H., Johannesburg, Union of South Africa 


Allergic reactions in green tattoos have 
now been reported in seven cases,’ of 
whom four showed a foreign-body and/or 
sarcoid reaction on histologic examination. 
The typical case acquires an allergic sensi- 
tivity to dichromates and later presents a re- 
action in areas tattooed with chrome green 
many years before. The fact that the chrome 
in dichromates and the chrome used in 
tattooing differ fundamentally in their chem- 
ical, biologic, and allergenic behavior has 
hitherto been ignored. In the absence of 
cross sensitivity between chrome in its dif- 
ferent states of valence another explanation 
of this phenomenon must be sought. 


Report of a Case 


The patient, a white man, age 35, was first 
seen in August, 1958. Employed as a bricklayer, 
he was in frequent contact with wet cement. For 
one year he has had a persistent eczema of the 
hands and legs, with occasional generalized dis- 
semination. Patch tests with potassium dichromate 
were positive and a diagnosis of cement dermatitis 
was made. His employment was changed but no 


Submitted for publication Oct. 30, 1959. 
From the South African Institute for Medical 
Research, Johannesburg. 


Fig. 1.—Swollen green portions of tattoo. Heal- 
ing biopsy wound on right. 





improvement of his skin condition took place. He 


was next seen a year later, in August, 1959, with — 


the eczematous dermatitis unchanged; he stated 
that the green areas of a tattoo of the arm, made 


over 20 years ago, had become raised and slightly - 
irritable about 6 months previously, and this was - 


ia vA "ae m 


confirmed on examination (Fig. 1). First one and — 


later the other five green areas were excised for — 
chemical and histologic examination and further 
This excision, without any . 


tests made (Table). 
alteration in treatment, was followed by rapid 
improvement in his eczematous dermatitis. With 


the exception of one slight flare-up within 3 weeks - 
of the excision his skin has remained clear for a _ 


period of 10 weeks to date. 

Cutaneous Tests—In August, 1958, patch tests 
to potassium dichromate, in dilutions of 0.196 to 
2%, were strongly positive. A patch test with 
moistened Portland cement was negative.* In 
August, 1959, these tests were repeated, with the 
same results. Chromic acid (CrO;) also gave a 


positive result in a dilution of 0.1%. The follow- . ' 


ing patch-tests were negative: chromium sulfate, 
0.4% and 0.2%; chromic chloride, 0.5%. 
same solutions were pricked into the skin of tne 
volar surface of the forearms; examination at 
frequent intervals during the following four weeks 


showed no reaction of the type which would be . 
classed as positive in intradermal testing with, | 


e.g, tuberculin. 

Histology.— The six affected green areas were 
excised. One was used for chemical investigation 
without previous fixation; two others were fixed 
in 10% formalin, embedded in paraffin wax, and 
cut at various levels. 

Foreign Matter: Unstained sections showed nu- 
merous foreign particles, the majority of them 
being green; others, where presumably a portion 
of blue tattoo had been included in the excised 
tissue, were black and amorphous and resembled 
in every respect the deposits of carbon seen in 
blue tattoos. Both specimens revealed a few light- 
blue to violet particles, of an almost constant 
diameter of 20u and of circular or oval outline. 


* A series of over 20 cases of cement dermatitis 
has shown similar results, i.e. a positive reaction 
to 0.1% potassium dichromate and/or chromic 
acid solution, and a negative reaction to various 
types of cement (unpublished data). 
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These particles did not show refraction under 
polarized light. The green particles varied in size 
from that of coarse melanin granules as seen in 
chromatophores to 30u or more. Many of the 
larger ones showed a definite crystalline structure, 
but it was not possible to determine a typical 
shape; however all of them refracted polarized 
light from one or more facets. In addition there 
ias much "dust" consisting of particles so small 
that their color could not be determined. 

Tissue Changes: These were localized to areas 
where foreign particles were found, and it was 
obvious from the examination of stained sections 
that these areas were all situated in the upper 
half of the corium. The two specimens showed 

2... 


a* 


Fig. 3—Foreign body 
(2d 
Hematoxylin 
reduced 30% 


X 150. 


type of reaction 
specimen ). 
and eosin; 


from mag. 
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Fig. 2.—Sarcoid type, ot 
reaction in upper cutis (first 
specimen). Hematoxylin and 
eosin stain, X 38. 


certain differences, in that the one contained gran- 
ulomas of sarcoid type (Fig. 2), while the other 
showed a predominantly lymphocytic and giant- 
cell infiltrate (Fig. 3); both contained numerous 


giant cells of the foreign-body type in whose 
cytoplasm many of the foreign particles were 
seen. In areas where only carbon particles were 


present, these were lying free between collagen 
bundles, as is normally found in uncomplicated 
tattoos, or at the were surrounded by a 
moderate lymphocytic infiltrate. But where the 
carbon occupied the same area as green and blue 


most 


particles the foreign-body granuloma included 
them all, and the giant cells did not seem to 


discriminate between the various substances; thus 


n 


: 
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Fig. 4.—Giant cell con- 
taining green, blue, and 
black particles. Hema- 
toxylin eosin; re- 
duced from mag. 


x 600. 


and 


30% 


a single giant cell was seen containing one blue 
and several green and black particles (Fig. 4). 
There was little evidence of fibrous tissue reaction 
round the clearly outlined granulomas of both 
specimens; fibroblasts and mast cells were scanty. 

In one specimen the overlying epidermis showed 
early eczematous changes in the form of lympho- 
cytic spongiosis (Fig. 5). 

Chemical Analysis—One of the excised pieces 
was tested for the presence of chrome. The 
specimen (0.5 gm.) was dried, ashed in platinum, 
and the ash dissolved in 2 ml. of 2 N sulphuric 
acid. The solution gave a strong positive spot 
test for chromium using sym.-diphenylcarbazide. 
The color was compared with that from a standard 
chromate solution and corresponded roughly to a 
1/100,000 concentration; this indicated an approxi- 
mate Cr concentration in the wet specimen of 40 
ppm; the sensitive down to a 1/625,000 
concentration. A specimen of skin from a non- 
tattooed man gave no spot test for chromium when 
treated in exactly the same way. 


test 1S 





Loewenthal 


Comment 
Dermal Reactions to Foreign Substances. 
Shelley and Hurley 5 give a comprehensive 
list of foreign substances which may pro- 
voke granuloma formation in but 
chrome is included. It is, however, 
mentioned in a subsequent publication.* Al- 
though their careful studies conclusively 


man, 
not 


proved the allergic origin of zirconium- 
deodorant granulomas, the allergic nature 
of certain granulomatous tattoo reactions 
has been recognized since the publication of 
the first example by Paul Unna Jr.’ in 1930 
(not P. G. Unna, as sometimes misquoted). 
l'urthermore the allergic origin of beryllium 
granulomas was clearly demonstrated by 
Sneddon,” who produced sarcoid-like granu- 
lomas after an interval of three weeks at 


Fig. 5.—Focus of basal 
lymphocytic spongiosis 
overlying chrome granu- 
loma. Hematoxylin and 
eosin; reduced 27% from 


mag. X 600. 
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= the site of positive (eczematous) patch- 
test reactions to beryllium sulfate and 
: nitrate. 

— A full account of tattoo reactions up to 

.1954 was given by Beerman and Lane,!? 
4 HM further examples of allergic granu- 

~ lomatous reactions to the cinnabar of red 
E tattoos are given by Sulzberger and Tol- 
—. mach," who also mention some of the rare 
| examples of analogous reactions in green 
E tattoos,^* which they assume to, represent 
an allergic hypersensitivity to chrome salts. 


E 
















The case presented here, like those of 
— Djórnberg,? demonstrates how chrome par- 
= ticles may lie quiescent in the skin for up to 
_ 20 years and then provoke a granulomatous 
= reaction when a proved allergic sensitivity 
9 -to chrome develops. An interesting theoreti- 
1 cal point is the combined presence of dermal 
" and epidermal allergic hypersensitivity to the 
same substance, as seen in many cases of 
B. tattooing, in berylliosis? and, for 
1 instance, in concomitant reactions to intra- 
— dermally injected and epicutaneously applied 
tuberculin. 

A E. The fact that this patient's eczematous 
E. disons which had persisted for two 
-= years, recovered promptly after removal of 
n . the intradermally situated chrome is relevant 
here, as is the finding of eczematous foci 
5 ‘overlying a granulomatous lesion (Fig. 5). 
. The question of the coexistence of allegedly 
2 immunologically distinct epidermal | and 
= dermal sensitivities, including those pro- 
voked by chromates, is well presented by 
Epstein,? and in the discussion which ap- 
pears after his paper. 


The simultaneous occurrence of two 
distinct types of granuloma (sarcoid-like, 
Figure 2, and nonsarcoid foreign-body type, 

- Figure 3) in neighboring lesions from the 
- same patient and through the same allergic 
— mechanism is also noteworthy. No expla- 
. nation is advanced for this phenomenon; it 
may, however, account for the fact that 
either type of granuloma may be seen 
= A around silica particles. 

E Chemical | Considerations.—The occur- 
. rence of simultaneous or subsequent reac- 
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tions to chrome compounds by epidermal 
and intradermal application would hardly 
warrant such extensive treatment were it not 
for a fact that has been overlooked previ- 
ously : chromium in the form of bichromates 
and chromium compounds as wsed by the 
ta:too "artist" are chemically and biologically 
different substances, and no cross sensitivity 
between them has been demonstrated. 

Chromium exists in various oxidation 
states, so that it is capable of forming dif- 
ferent compounds according to its state of 
valence. In accordance with the recommen- 
dations of the International Union of Chem- 
istry, bivalent chrome may be referred to 
as Chromium (II), tervalent chrome as 
Chromium (III) and sexivalent chrome as 
Chromium (VI). 

Sexivalent chrome forms chromates and 
dichromates (bichromates) whose ions have 
a double negative charge and are therefore 
anions. Chromates and dichromates are 
strong oxidizing agents, the Chromium 
(VI) being easily reduced to Chromium 
(III) in acid solution, as occurs in the two- 
bath chrome tanning process.? The great 
majority of cases of allergic sensitivity to 
chrome are proved to be sensitive to di- 
chromates, whether these are encountered in 
cement, Javel water, fur-dyeing, photog- 
raphy, or any other of the numerous 
processes in which these salts are used. 

Chromium (IIT) and its salts form cations. 
Strong oxidizing agents are required to 
transform these to chromate or dichromate 
ion.^ Only two of the tervalent chrome 
compounds are relevant to this discussion. 

Chromium (III) sulfate is used in tan- 
ning leather, either directly, as in most 
modern tanneries in the United States, or 
indirectly, by reduction of sexivalent sodium 
dichromate. 

Chromium (III) oxide is a powder often 
called chrome qreen or Casalis green. 1t and 
its closely related pigment, Guignet’s green 
are the principal green dyes used by the 
tattoo "artist." ? Chrome green is a very 
stable substance, resistant to acids and in- 
soluble in water, alcohol, and acetone; con- 
version to sexivalent chromic oxide requires 
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REACTIONS IN GREEN TATTOOS 





a powerful oxidizer, such as ozone.!? Guig- 
net's green, which is a mixture of hydrous 
Chromium (III) oxides, may contain blue- 
gray particles of small size, containing large 
amounts of water. This is a possible expla- 
nation of the bluish-violet particles seen in 
the histologic preparations described previ- 
ously. 

Chrome green is prepared by reduction 
of an alkali dichromate with sulfur, carbon, 
ammonium chloride, or organic materials.!9 
The usual method is by heating sodium 
dichromate with sulfur, and leaching out 
the sodium sulfate with water. This should 
theoretically remove all traces of dichromate, 
in view of its high solubility. This question 
will be referred to later. Guignet's green is 
prepared from potassium dichromate and 
boric acid; it will thus be seen that Chro- 
mium (VI) compounds form the starting 
point in the preparation of both pigments. 

Biological Differences.—Herrmann and 
Speck '7 were forced to account for the 
interaction of (sexivalent) chromate with 
nucleic acids in tissues by postulating that 
it is first reduced to Chromium (III) com- 
pounds, "as is evidenced by the greenish 
colour of the residue." Visek, Whitney, 
Kuhn, and  Comar,5 using radioactive 
chrome, investigated its metabolism in ani- 
mals; they found that cationic tervalent 
chrome was bound by plasma proteins, while 
anionic sexivalent chrome entered the eryth- 
rocytes, as previously shown by Gray and 
Sterling,? where it was bound by globin. 
Baetjer °° cites other examples of contrast- 
ing biological behavior, such as differing 
solubility at body pH and the role of ter- 
valent chrome in activating the succinic de- 
hydrogenase-cytochrome system, originally 
described by Horecker, Stotz, and Hog- 
ness, The interaction of chrome and 
collagen provides another example, as terva- 
lent chrome is believed to form aggregates 
which chelate with amino and carboxyl 
groups of the protein (Gustavson,?? Bowers 
and Kenton,?) while no combination be- 
tween sexivalent chrome and protein was 
demonstrable by paper electrophoresis 
(Magnus ??), 


Loewenthal 






Allergenic Differences —Walsh** states | 


unequivocally that “trivalent and metallic 
chromium apparently are not irritating or 
sensitizing substances." There is, however, - 
one solitary report of sensitivity to tervalent — 
chrome: Morris?? patch-tested a case of - 
shoe-leather dermatitis with 0.2% bos 
Chromium (IIT) sulfate and obtained a 
positive result. He mentions similar, un- - 
published, results in other cases. He empha- - 
sizes that tervalent chromium sulfate is not _ 
related to the sexivalent chromates and | 
dichromates which dermatologists use for | 
patch-testing in suspected dermatitis from 
shoes, with largely negative results, but he 
did not state whether standard patch-tests - 
with dichromates were done in his own - 
cases; this omission is a serious one in view _ 
of Walsh's remarks in the next paragraph. 
Certainly Bett?9 has recently reported that, E. 

of 27 patients shown to be leather-sensitive, 
only 5 were dichromate-positive, and con- 1 
cludes that the association of dichromate and | 
leather sensitivities is a weak one. Tes E 
with tervalent chrome were not done. E 

Apart from Morris ?? no writer has dem- . 
onstrated or even seriously considered the | 
possibility of sensitization by tervalent 7 
chrome. Walsh** endeavored to explain — 
hypersensitivity to sexivalent chromates n a 
some cases of shoe-leather dermatitis as. 
follows: “Theoretically, when tanning is 
completed, all this chromium is in trivalent — 
form. . . . Since apparently trivalent chro- 
mium is never sensitizing, the frequent co- 
existence of dermatitis from shoe leather E 
and hypersensitivity to chromate is difficult — 
to explain, . . . There may be small amounts 
of residual chromate that was not reduced 
during the ‘two bath’ tanning process. Some 
of the trivalent chromium may be oxidized 
to chromate during some subsequent proc- 
essing of leather." 

More specifically, the same problem of 
antigenic dissimilarity arises in tattooed pa- 
tients who have shown allergic reactions 
around deposits of tervalent chrome after 
being sensitized to sexivalent dichromates. 
The Table presents such data as have been — 
collected to date. In reading this Table two — 
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E. Reactions in Green Tattoos: Summary of Tests Employed 
v, Case Author Nature of Test Substance Valence Result 
M 1 Bjórnstad : Patch Dichromate VI Tt 
d 2 Rostenberg et al. * None E P — 
E 3 Heilesen * Patch Stand. chrome (presum. 
E dichromate) VI + 
E- Patch Chromium-containing paint ? T 
v 4 Bonnell & Russell * Patch “Chrome” (variety not stated) = Neg. 
E 5 Björnberg * Patch Dichromate 0.5 97 VI Ist test neg., later + 
E E Patch Chrome green (commerc.) IH Neg. 
* 6 Bjórnberg Patch Dichromate 0.5 4; VI + . 
E Patch Chrome green III Neg. 
E 7 Bjórnberg Patch Dichromate 0.5 % VI + 
71 Patch Chrome green III Neg. 
E 8 Loewenthal Patch Dichromate, 2%, 0.5%, 0.1% VI All + 
E: Patch Chromium sulfate 0.4% & 0.2% II Both Neg; 
B. Patch Chromic chloride 0.5 % III Neg. 
` Prick Chromium sulfate 0.2 % III Neg. 
Prick Chromic chloride 0.5 97; III Neg. 
































E. 
- facts must be remembered; (1) that a patch 
. test with “chrome-containing paint" gives 
little evidence of the valence state of the 
m omium present, for reasons to be given 
later, and (2) that patch tests with chrome 
— green are unlikely to be informative, in view 
of the insolubility of this substance. 
- Similar results were obtained by Jaeger 
. and Pelloni?* in their investigation of ce- 
© ment dermatitis; cases who showed a 
marked epicutaneous sensitivity to dichro- 
Be mates were negative to patch tests with 
| E tervalent and metallic chrome. This assumed 
` incapability of tervalent chrome to act as 
a sensitizer is reflected in Hilt's?* claim to 
— have prevented sensitivity to Chromium 
—. (VI) by its in situ reduction to Chromi- 
. um III. 
^ All in all, then, a sensitivity to tervalent 
. chrome need not be considered in the prob- 
. lem of reactions to green tattoos. We must 
E erefore postulate that sexivalent chrome 
is either formed or liberated at the surface 
| E of the particles of chrome green in the 
om 
— A. Oxidation of Tervalent Chrome Green 
to Sexivalent Dichromates.—The insolubility 
— of chrome green, as well as the nécessity for 
a powerful oxidizer,!® make it unlikely that 
^ a change in valence by raising the oxidation 
. number from 3 to 6 could take place as a 
result of the oxidation-reduction reactions 
present in living tissues. 
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— *'The patient presented only eczematous eruptions on the green tattooed areas. 


B. Presence of Sexivalent Chrome as an 
Impurity in Chrome Green.—The presence 
of visible admixtures in the form of bluish- 
violet particles in the histologic preparations 
argues against the chemical purity of the 
chrome green used by the tattoo “artist.” 
Although the leaching used in the normal 
preparation of Chromium (III) oxide from 
dichromate and sulfur should theoretically 
remove all traces of dichromate, it 1s prob- 
able that hurried or careless preparation 
could result in contamination. Thus Walsh ?* 
writes that “. . . the pigments used in paints, 
inks, rubber, and ceramics, namely lead and 
barium chromate and trivalent chromium 
oxide, are very insoluble and seldom if ever 
cause dermatitis. These substances may 
sometimes contain traces of a soluble hexa- 
valent chromate that will cause difficulty in 
the evaluation of patch tests." The situation 
with regard to chrome pigments is therefore 
precisely that which was outlined in the case 
of chrome-tanned leather. 


Summary and Conclusions 


A further case of reaction in a green tattoo 
is presented. 

Sarcoid and nonsarcoid types of ow 
body granuloma occurred in adjacent clini- 
cally identical lesions. The association of 
dermal granulomatous and epidermal eczem- 
atous allergic reactions is noted. 
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The previous tacit acceptance of simulta- 
neous allergic sensitivity to dichromates and 
chrome green is rejected; no antigenic simi- 
larity exists between tervalent and sexi- 
valent chrome and cross sensitivity does not 
occur. A possible explanation is given for 
this apparent paradox. 

Dr. G. H. Findlay (Section of T. MTM 
University of Pretoria) and Dr. D. A. Sutton 
(Bneumoconiosis Research Laboratories, Johan- 
nesburg) offered valuable suggestions in discussing 
this case; the latter performed the chemical ex- 
amination of tissue. The photomicrographs are 
by M. Ulrich of the South African Institute for 
Medical Research. 


604, Medical Centre, 209, Jeppe St. 
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Demethylchlortetracycline 


E. The Clinical Aspect of Its Use in Dermatology 
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Demethylchlortetracycline | ( Declomycin) 
is a new antibiotic which has been produced 
1 Ta a mutant strain of Streptomyces aureo- 
faciens. This is the parent organism of 
- chlortetracycline. It differs from the latter 
‘by the absence of a methyl group in the 
: - 6-position on the basic tetracycline molecule. 


Ev 
eg 
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OH 
ES ~~ CONH2 
H Pat OH OH O 


Structural formula of demethylchlortetracycline. 


d E This compound has been given to animals 
to determine its toxicity and other animal 
"screening procedures. It has shown a very 
- low order of toxicity.! The drug is readily 
- absorbed from the gastrointestinal tract and 
_ slowly excreted through the urine. This? 
- property of being well absorbed from the 
— gastrointestinal tract and producing much 
higher and prolonged serum antibiotic con- 
centration after oral administration than 
- either chlortetracycline or oxytetracycline 
. makes it a useful drug in the treatment of 

- acne vulgaris, acne rosacea, chronic follicu- 
s E itis, and other pyogenic conditions caused 
I. by organisms sensitive to the tetracyclines. 
: We employed the suggested dose schedule, 
- 300 mg. initially followed by 150 mg. four 
E imes a day. The minimum duration was 5 
- days, and some patients took the drug as 

— long as 30 days and a few patients 90 days. 
T We observed our patients for side-effects, 
En 3 

E Submitted for publication Nov. 4, 1959. 


_ From the Section of Dermatology, University 
. of Missouri. 


Material supplied by Dr. David Hines, Medical 


| Research Section, Lederle Laboratories, Dallas, 
Po Texas. 


à E DONALD L. FUHRMAN, M.D., and BRUCE V. DROWNS, M.D., Kansas City, Mo. 


tolerance, and made comments in regards to 
their progress and clinical evaluation. 

Our study of 70 patients was made up 
of 44 patients who had a papulopustular and 
cystic type of acne vulgaris, of which several 
were severe; 6 acne rosacea patients; 10 
patients with dermatoses of the hands with 
considerable pustular element present; 4 
sycosis barbae and other miscellaneous pyo- 
genic infections. Four cases of acne were 
sufficiently well to dismiss from further 
treatment, one was well after taking the 
drug for only two weeks. All other cases 
of acne were improved but required further 
treatment to prevent recurrence of new le- 
sions. As long as the dosage schedule of 
600 mg. daily was maintained the patients’ 
response to the drug was good; when we 
attempted to lower the dose recurrences in- 
variably resulted. In our study it was found 
it was necessary to maintain the dosage of 
600 mg. daily for as long as 30 days, many 
as long as 60 days, and in some cases for 
90 days to be successful. Demethylchlor- 
tetracycline results in acne vulgaris compare 
favorably with those obtained with oxytetra- 
cycline and tetracycline. In our opinion the 
drug is superior; it most surely is if you 
analyze it milligram for milligram with the 
above drugs. Acne rosacea patients re- 
sponded very well; all were improved and 
controlled satisfactorily, and two cases re- 
sponded remarkably well and were dis- 
missed as cured. Four cases of sycosis 
barbae were treated: two were cured; one 
was improved, however, it was necessary to 
change antibiotics and give vaccine therapy 
to complete a cure; the other developed a 
diarrhea and the drug had to be discontin- 
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Cases Treated with Demethylchlortetracycline 


No. Cases Duration 

Acne vulgaris (papulo- 

pustular & cystic acne) 44 1 wk.-3 mo. 
Acne rosacea 6 10-30 days 
Dermatitis of hands with 

secondary infection 10 Av. l wk. 
Sycosis barbae 4 Av. 2 wks. 
Atopic dermatitis 1 1 wk. 
Herpes zoster (plus secondary 

infection) i 5 days 
Nummular dermatitis 1 5 days 
Impetigo contagiosa 1 3 days 
Furunculosis 1 5 days 
Tinea pedis (with secondary 

infection) 1 7 days 





Dosage schedule employed was the same in all cases: 300 mg. initially, followed by 150 mg. every six hours. 


ued. Remaining cases did exceptionally well 
and their tolerance for the drug was good. 


Side-Effects 


The gastrointestinal side-effects were 
minimal: some slight nausea, some gas, re- 
gurgitation, loss of appetite, and diarrhea. 
Only three of our patients experienced dis- 
comfort of such nature that the drug had to 
be discontinued. Stomatitis and proctitis 
were not observed. Headaches were report- 
ed by a few but none so severe the drug 
had to be discontinued. 


An apparent photosensitivity reaction was 
a side-effect which alarmed us most. It was 
totally unexpected and therefore not recog- 
nized immediately when it first occurred. 
After it occurred in seven of our patients 
and one questionable ease who volunteered 


that she “sunburned easily while taking the 


drug" we are compelled to feel that the 
reaction is associated with demethylchlor- 
tetracycline, since no other similar cases 
were observed in our practice. The reaction 
was essentially the same in each of our pa- 
tients, varying only in extent or severity. 
All patients told essentially the same story. 
Each gave a history of being in the sunlight 
but not being overexposed and none had 
ever experienced a similar reaction before. 
No reactions were observed until July and 
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Side-E ffects 


Photo- m 
Cured Improved sensitivity Gastrointestinal 
4 All 6 
2; 1 contri. ES 
satis. 3 1 mild diarrhea 1 
E 
5 5 None 1 
2 2 1 diste 
discont. 
1 None A 
1 1 gas and d arthe 
1 None 
1 None 
1 None 
1 None 


August even though we had been usn: 
medication long before this. The reactio 
a contact eczematous type of polymorp 
light eruption manifested by brillo ii 
thema with er without edema. It Mes 
on the exposed portions of the body a: 
difficult to distinguish from the contact 
allergic type of dermatitis due to applie i 
chemicals, plants, or medicaments. All were 
carefully questioned and none had used sun- 
burn protectants or formulated creams in- 
tended to protect the person from exposure 
to sunlight because this was totally unex- 
pected. These reactions were not extremes 
of normal variations but pathologic states 
requiring treatment in two cases with ste 
oid hormones. Another patient became quite 
alarmed and was afraid the reaction would 
permanently scar, even though we wp 
her it would not. This patient received her. 
sunburn in an air-conditioned automobile 
with the windows up during the month - 0: E 
August. Her left hand and arm were in- 
volved most because she was driving 
automobile. 


Comment $ 

Ordinary window glass will prevent. 
transmission of wave lengths below 3,200 : 
A., and therefore will prevent sunburn. — 
Several of c our Batents received light which 
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had a wave length longer than 3,000 A. units 
- and still developed a reaction and reddening, 
which took about 24 hours to develop and 
_ persisted. Wave lengths longer than the 
sunburn spectrum, say 3,000 A. to 4,400 A., 
can produce pigmentation but not sunburn. 
The drug apparently requires sunlight to 
precipitate or energize these severe reac- 
| tions; however, one case had intense ery- 
be na for two days after 10 seconds of 
P ultraviolet light, even though she had not 
taken demethylchlortetracycline for several 
weeks. This, however, was not the eczema- 
to type of eruption we speak of. 

— In view of our observations we feel these 
-" ions are photodynamic dermatoses that 
ar : e produced in certain allergic people. 
W. nen they are given the chemical (demeth- 
y Bon) this then combines 
with a protein to form a proantigen. The 
La: antigen- -antibody reaction takes place only 
after an energizer, and in this reaction we 
Hee it must be blue light or a wavelength of 
light longer than 3,900 A. up to visible light. 
It may be that heat is necessary also. That 
y will require further study. 

E It would seem advisable that patients on 
this medication should be warned to avoid 
osure to sunlight. This is especially true 
r pene the months of June, July, and Au- 
st. It must be concluded that we have a 
; which has to be added to the list of 
om causes that produce photody- 
ic dermatoses. 

. The gastrointestinal side-effects have been 
reduced greatly from other antibiotics which 
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are similar | ral namely chlortetra- 
cycline; however, some remain. On short- 
term therapy this may partially be avoided. 
It would seem to us this complication af- 
fects the older group. The teenagers who 
made up a large part of our acne cases had 
little or no gastrointestinal side-effects, even 
though many were on the drug for long 
periods of time. 


Summary and Conclusions 


Forty-four cases of moderately severe 
acne vulgaris of the cystic type responded 
favorably to treatment with 600 mg. daily 
of demethylchlortetracycline. Acne rosacea 
patients responded very well, as did other 
miscellaneous pyogenic infections. 

An unexpected side-effect heretofore not 
reported was observed in seven of our 
patients. 

This is a new drug to be added to our list 
of endogenous causes that produce photo- 
dynamic dermatoses. 


4706 Broadway (12). 
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Herpes Zoster Trigeminal Neuralgia 


Pain Relief by Alcoholic Block of the Great Occipital Nerve 


SCOTT D. SKILLERN, M.D., and HAROLD RODIN, M.D., South Bend, Ind. 


We would like to report a simple tech- 
nique used in treating six cases of herpes 
zoster trigeminal neuralgia seen at our 
office within the past 18 months. This pro- 
cedure is based on the technique suggested 
by Dr. P. G. Skillern Sr. 

An anatomical diagram to illustrate the 
probable rationale for such therapy is pre- 
sented in Figure 1. 


Submitted for publication Nov. 7, 1959. 
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The technique for injection of the grea’ t 
occipital nerve on the affected side is as foli 3 
lows: M 

The patient is placed sitting in a chair with — 
the posterior scalp facing an adequate light E 
source. Ligure 2 shows a small curette ug 
searching for pinpoint tenderness. Pressure ~ 
on this point produces pain which betrays - t 
the site of the great occipital nerve. The ` 
main trunk of this nerve traverses a vertical — ES 


- Ua 
X 


Fig. 1—This diagra Y 
shows Dr. P. G. Skis 


lern's conception, based. 


i upon the clinical findings, J 
A | of the synapse betwee n 
ys | the great occipital and. 


the trigeminal nerves, For 
simplicity the probable 
tract intercalations c: 
not delineated. The fiber 
from the three divisions) 
© of the trigeminus des- 
T cending in the trigemino- 

: — T spinal tract reach their | 

| respective levels in in- ~ 
ie verse order. Note the E. 
reflex connection from ~ 
the lower part of the nu- ~ 
cleus of the trigemino- — 
spinal tract to the motor ^ 
nucleus of the trigeminal ^ 
nerve. ; 


Dr v Ophthalmic + n. 
' Maxillary ne 
‘Mandibular n. 
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‘course ranging from one-fourth to one inch 
lateral to a midpoint on the occipital pro- 
tuberance, This site can then be marked with 
a suitable staining solution. Figure 1 shows 
‘the upward and forward direction of the 
needle injecting the nerve trunk over the 


E 


st iperior nuchal line on a level with the oc- 


cipital protuberance. The needle should not 
be passed too deeply, since at this level the 
nerve rests in the fat underlying the thick 
sl in of the scalp. A tuberculin syringe with 
a 23-gauge needle is recommended. The pa- 


tient will react with pain as the occipital 


dure 


nerve is struck. At this instant 0.2 ml. of 
705 ethyl alcohol is injected. The authors 
hav ve injected as much as 0.5 ml. in this loca- 
tion without tissue necrosis. If this proce- 


is performed accurately, pinprick 


anesthesia will occur throughout the great 
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occipital nerve distribution over the occipital 
and posterior parietal areas. 


Report of Some Cases 


The history and clinical findings are 
shown in the Table. All patients described 
varying degrees of throbbing aching pain 
paralleling the amount of cutaneous involve- 
ment. à; 


Results 


Complete pain relief from the trigem- 
inal herpes zoster neuralgia in all cases 
was obtained within one to two minutes 
after the alcohol block of the great occipital 
nerve on the ipsilateral side. The neuralgia 
has not recurred to date in any of our 
patients. The tactile sensation is not dis- 
turbed in the involved trigeminal areas. Pain 
sensation to pinprick stimulation was only 
slightly diminished in the involved cutane- 
ous areas of the trigeminal nerve distribu- 
tion. No visual evidence of tissue damage 
by alcohol was ever noted at the site of 
injection. Our impression was that the 
lesions in all the cases reported subsided 
more rapidly than usually occurs in this 
disease. | 


Summary and Conclusions 


Alcoholic block of the great occipital 
nerve by the simple technique described 
relieves the pain from herpes zoster involv- 
ing any one or all three branches of the 
sensory division of the trigeminal nerve. 
This procedure can readily be performed in 
the office. 


History and Clinical Findings 





Area of Trigeminal Involvement 





oF 


Pain Lingual 
Erupt., Frontal Maxill. Mandib. (Buccal, 
Patient, Sex, Age Days sPreerupt, Post (Scalp) (Cheek) (Chin) Tongue) 
1. WF, 63 7 24 hr. Rt. 
2. WM, 36 5 24 hr. L. L. L. L. 
3. WM, 80 4 48 hr. Rt. Rt. Rt. Rt. 
4. WF, 58 4 48 hr. Rt. 
5. WM, 76 3 24 hr. Lt. Lt. 
6. WM, 83 3 36 hr. Lt. 
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The phenomena occurring suggest an ana- 
tomical contact between the sensory division 
of the great occipital and trigeminal nerves 
of the ipsilateral side at the C2 level. 

From the limited number of cases studied, 
it seems that this procedure hastens the 
involution of herpes zester lesions. 

We feel that this alcoholic block technique 
may also be worthy o£ trial in trigeminal 









zoster cases precipitated by malignant s e 
post-herpes-zoster trigeminal neuralgia, E 


tic douloureux. E 
422 Sherland Building. 3 
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D. "Oxytalan," a new fiber similar to elastic 
tissue, was observed by Fullmer and Lillie ! 
te occur in stress areas—periodontal mem- 
| eb ane, tendons, ligaments, the adventitia of 
blood vessels, the connective tissue sheaths 
: ‘rounding skin appendages, and the epi- 
Sedi and perineurium. The distribution 
f fibers i in another stress area, the dermal- 
| B idermsl junction, was studied in this 
Es by their method, and fine fibrils 
with many properties similar to those of 
Woxytalan” fibers were found. 


- Elastic fibers in the human skin have been 
CMM as running in coarse bundles 
allel to the skin surface with branches 
Bending vertically upward as fine fibrils 
to the epidermal area. In the immediate 
subepidermal area McLeod 2 and Kyrle ? de- 
icribed the fine fibrils as touching and even 
extending beyond the basal-cell layer. Dick,* 
however, pointed out that these fibers in fact 
"did not quite reach the basal cells, It is in 
this area that the peracetic acid aldehyde 
fuchsin (PAAFPF) method of Fullmer and 
Lillie can be used with great advantage. 
: E enerally speaking the Verhoeff, acid orcein, 
nd Gomori's aldehyde fuchsin stains do not 
K onstrate these subepidermal fibers with 
complete reliability. The aldehyde fuchsin 
p^ method on many occasions will show 
—some of the fine fibrils to be in contact with 
th e basal-cell layer. On the other hand the 
AAF method delineates the delicate and 
ak jundant fibrils of the dermal-epidermal 
‘junction uniformly. Similar fibrils of the 
- dermal-epidermal junction have been demon- 


— Submitted for publication Nov. 16, °1959. 
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."Oxytalan" Fibers of the Dermat -Epidermal Junction 


strated by Cooper? using a sequence of 
potassium permanganate and oxalic acid. fo]- 
lowed by Alcian blue, Nile blue sulfate, or 
Sudan black. 


Material and Method 


One hundred punch-biopsy specimens of the skin 


in 70 patients were fixed in 10% formalin in 95% 
ethanol, processed through paraffin, and sectioned 
at 5u thickness. At the beginning of the study 
the sections were stained with acid orcein and 
Verhoeff's methods in addition to the AF and 
PAAF methods. The latter two methods, how- 
ever, were used exclusively in the bulk of the 
study, because of the greater reliability of the 
aldehyde fuchsin methods. Only one or two sections 
of the ribbon on each slide were exposed to 
peracetic acid by the use of microcells. The entire 
slide was then stained by the AF method. Both 
stains, AF and PAAF, therefore were available for 
comparison on adjacent sections of a ribbon. For a 
close examination of the dermal-epidermal junc- 
tion counterstains were omitted, 


The biopsy specimens were of the diseases 
rosacea, pityriasis rosea, urticaria pigmentosa, 
dyshidrosis, sarcoidosis, senile keratosis, pyodermas, 
eczema-dermatitis, lichen planus, calcifying epi- 
thelioma of Malherbe, psoriasis, lichen simplex 
chronicus, nevus pigmentosus, basal cell epithelioma, 
tinea circinata, sebaceous cysts, discoid lupus 
erythematosus, Hodgkins disease, scleroderma, 
granuloma pyogenicum, wart, lepromatous leprosy, 
pemphigus, postplaned skin of the face, keloid, and 
postradiation scar. Thirty specimens consisted of 
grossly unaffected skin adjacent to skin lesions. 
The ages of the patients ranged from 12 to 72, 
and only 4 of the patients were women. 


Results 


By the PAAF method all tissue sections 
showed an abundance of fibrils at the dermal- 
epidermal junction, and these fibrils could 
be seen to touch the basal cells of the epi- 
dermis. In none of the sections could the 
fibrils be seen to go beyond or between the 
basal cells. In most of the sections some 































“OXYTALAN” FIBERS 


Fig. 1—Peracetic acid 
aldehyde fuchsin stain of 
psoriasis, showing fine 
fbrils of the dermal 
epidermal junction. Re- 
duced 35% from mag. 


x 970. 


well with the simple AF stain but not with 
the Verhoeff or acid orcein methods. The 
difference in the AF and the PAAF methods 
was noticeable first m those sections of 
chronic inflammation in which the fine fibrils 
running vertically to the basal-cell layer ap- 
peared to be stretched as if by edema of the 
extrafibrillar spaces ( Fig. 1). In these sec- 
tions the AF method showed a failure in 
the contact of the fibrils with the basal cells. 
The PAAF stain, however, consistently 
revealed fibrils to be in contact with the 
basal-cell layer. This difference in staining 





Hasegawa 


was not always associated with psoriasis or 
lichen simplex chronicus but appeared to be 
related to the degree of fibril stretching. 
"Oxytalan" fibers, as. revealed by the 
PAAF method, were also detectable in a 
second group of biopsy specimens consisting 
of skin subjected to some form of dermal 
destruction—postplaned face, keloid, post- 


radiation scar, discoid lupus erythematosus 7 


scar, and late scleroderma. As previously 
noted by Ayres, Wilson, and Luikart? the 
tissue sections of the 14 days postplaned 


face showed a complete absence of elastic | 


Fig. 2.—Aldehyde fuch- 
sin stain of a 14 days 
postplaned face. There 
is no staining of the 
subepidermal elastic tis- 
sue fibrils. Reduced 35% 
from mag. 430. 
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1 cg 
» fibrils by the AF method (Fig. 2). The 
~PAAF method however demonstrated the 
presence of an abundant network of fibrils 
- (Fig. 3). In the sections of keloid, radiation 
* scar, discoid lupus erythematosus scar, and 
ate scleroderma the fibrils stained by the 
- PAAF method contrasted sharply with the 
3 rare fibers stained by the AF method. This 
- contrast was especially noticeable at the 
- dermal-epidermal junction. *"Oxytalan" fi- 
- bers appeared to be capable of regeneration 
- following injury and substantiated to this 
- extent the contention of Fullmer and Lillie 
that "oxytalan" fibers were distinct from 
elastic fibers. 





: | Summary 
3 A study of the dermal-epidermal junction 
of the human skin by the peracetic acid 
aldehyde fuchsin method showed that the 
“oxytalan” fibrils appear in abundance in 
contact with the basal-cell layer. These fibrils 
- at the dermal-epidermal junction can be dis- 
- tinguished from elastic fibers stained by a 
~ simple aldehyde fuchsin method, first in 
3 skin specimens in which the subepidermal 


144/252 


: " ; m ae dd < 7 sie ^ " $ . P Aug 2 
S nu TFs Ü5 ut Argi CO Cee ee ET dh n. Wo, 





ARCHIVES OF DERMATOLOGY 


Fig. 3.—Peracetic acid 
aldehyde fuchsin stain of 
a 14 days postplaned 
face, showing abundant 
fine fibrils of the sub- 
epidermal area. Reduced 
3096 from mag. X 430. 


fibrils appear to be stretched, and second in 
skin specimens showing destruction of der- 
mal elastic fibers. 


Department of Dermatology, Northwestern Uni- 
versity Medical School, 303 East Chicago Ave. (11). 
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Basal-Cell Epithelioma of the Palm 


A Report of a Case 


|. DONALD E. JOHNSON, M.S., M.D., Milwaukee 





In 1958, a tumor of the palm was ob- 
served that had the histologic characteristics 
of basal-cell epithelioma. A survey of the 
literature failed to reveal other references 
to basal-cell epithelioma in this location, and, 
therefore, it was felt that this case should 
be reported. 

Since Jacob, in 1827, first described basal- 
cell carcinoma, or rodent ulcer, reports and 
studies of these tumors have appeared fre- 
quently; however, fewer studies are noted 
in the recent literature. 


It is generally agreed that epithelioma, 
especially basal-cell epithelioma, is more 
frequently found about the head than else- 
where on the body. Statistics corroborate 
that the face is the area of predilection for 
these tumors. Torrey and Levin! found, in 
2,806 histologically proven basal- and squa- 
mous-cell epitheliomas, only 27 epitheliomas, 
or 1.4%, occurred on the skin of covered 
portions of the body. Four were squamous- 
cell and twenty-three were basal-cell epi- 
theliomas. In 1919, Broders? reported that 
90.7% of 268 basal-cell epitheliomas oc- 
curred on the face and 96.28% occurred 
above the clavicle. 


Owen,? in reporting data from 836 cases 
of basal-cell epithelioma, found that 92.58% 
occurred on the face and head. 


Wilson,* in 410 cases of basal-cell epi- 
thelioma (which included Broders’ cases), 
* found 97.4% situated above the clavicle. 


Submitted for publication Nov. 20, 1959. 
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No mention is made of plantar or pal nat 
basal-cell epitheliomas in any of the above 
reviews. Some authors have felt that — they 
do not exist. Lever? stated, “Basal-cell epi 
theliomas may occur ay wines on the sl án 
except on the palm and soles." a 

However, in 1933, Schreiner and Wehr? 
reported 1 basal-cell tumor on the sole near 
the heel among 37 cases of primary malig 
nant tumors of the foot. ; 

In 1934, Schreiner and Wehr? report 
on 11,212 cases of malignant lesions, 128 o 01 
which were located on the hand. Of thes 
128 malignancies, 20 were basal-cell epi: 
thelioma, and none were reported on he 
palm, although the exact location was not 
always mentioned, d : 

In 1954, Pascher and Sims * reported t 
more basal-cell epitheliomas of the sole 
however, their careful review of the litera- 
ture failed to reveal a single reference c 
basal-cell epithelioma of the palm. E 


wo 
TN 
Ad 
V 


Lund ® mentions that he has seen a basal- 
cell carcinoma of a finger and one of he 


pU 


plantar aspect of the foot. ED 


This writer could find no previous report t 


of basal-cell epithelioma of the palm. RM 


Report of Case 


The patient, a 70-year-old white man complai: 
ing of a small tumor of the left thenar emine nce | 
of 10 years’ duration, was first seen by me i 195i 58. 
During the preceding three months the patient ha 
noted increased redness, induration, and progressive 
enlargement of the lesion. 


The påtient had no history of the ingestion b 
of arsenicals, and he had no history of previous. Y 
neoplasms. 


He presented a one-centimeter, round tumor | 
with a sharply defined edge. It was pink-red | 
in color, nontender, and it had a superficial white 
scale (Fig. 1). 
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A presumptive, clinical diagnosis of squamous- 
cell carcinoma was made. The tumor was totally 
excised. 

Histologic Examination.—Sections of the ex- 
cised skin reveal a multilobular basophilic tumor 
in the center of the specimen (Fig. 2). The epi- 
dermis peripheral to the tumor shows hyperkera- 
tosis and slight acanthosis. However, above the 
tumor the epidermis is flattened with a loss of 
rete pegs and slight atrophy. There is dilatation 
of the lymphatic channels above the tumor. ò 


In one area there is marked atrophy of the 
malpighian layer, and here ulceration of epidermis 
is present (Fig. 3). In another area the tumor is 
seen to be continuous with the epidermis (Fig. 
4). 

The neoplasm is composed of interlacing sheets 
and cords of epithelial cells. Individual cells con- 





Fig. l.—Basal-cell epithelioma of left thenar 
eminence in a white man, 70 years of age. 










Fig. 2.— Multilobular 
basophilic tumor with 
si atrophy and erosion of 
= epidermis. Reduced 33% 
EE from mag. X 33. 





Fig. 3—Basal-cell 
epithelioma of palm. 
There are vesicular tu- 
mor cells of basal-cell 
type, peripheral palisad- 
ing of tumor cells, 
interstitial hvaline degen- 
erative changes, and 
retraction spaces at the 
periphera of the tumor. 
Reduced 33% from mag. 


x 130. 
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BASAL-CELL EPITHELIOMA OF PALM 


Fig. 4—Basal-cell 
epithelioma of the palm. 
A lobule of tumor con- 
tinuous with the epider- 


mis. Reduced 33% from 
mag. X 130. 
tain abundant cytoplasm and rounded to oval 


nuclei. A considerable number of mitotic figures 
are seen. There is palisading of the cells at the 
borders of some of the lobules, and in some areas 
clusters of neoplastic cells are separated by fibrous 
tissue. There is slight compression distortion of 
the adjacent corium by the tumor. Toward the 
base there are small foci of calcification. The 
adjacent corium is moderately infiltrated with 
lymphocytes. 


Comment 


The presumptive clmical diagnosis in this 
case was squamous-cell carcinoma, since this 
is the most common malignant neoplasm of 
the hand in this age group. However, the 
palmar location is indeed unusual for the 
squamous neoplasm except in some cases 
of arsenical keratosis. The lesion has a close 
clinical resemblance to many basal-cell car- 
cinomas of the face, but a prebiopsy diag- 
nosis of basal-cell tumor was considered 
untenable mainly because of its site. 

The eccrine poroma, recently described by 
Pinkus,!® and also reported by Knox and 
Spiller,! may be considered. Usually pres- 
ent on plantar surfaces or sides of the toot 
or toe, the eccrine poroma has not been 
found on the palm, as far as could be de- 
termined. The characteristic tumor 
cells of the eccrine poroma with associated 
keratohyalinization and focal proliferation 
of intraepidermal sweat duct epithelial com- 


small 


Johnson 





ponents are not present in the palmar tumor 
reported here. 

The general histologic pattern and specific 
cytologic features of this tumor do not con- 
form to any of the various types of hidrad- 


enoma as recently reviewed by Kersting 


and Helwig !? and by Lund.’ 

The tumor presented here was indexed as 
an undifferentiated basal-cell epithelioma in 
accordance with Lever's!* classification. of 
tumors of epidermal appendages. 


Conclusions 


1. Basal-cell epitheliomas of the plantar 
and palmar skin surfaces exist. 
2. As far as could be determined, this is 


the first case to be reported of basal-cell © 


epithelioma of the palm. 


Veterans Administration Center, Wood, Wis. 
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Report of a Case 


DOROTHEE SOMMACAL, M.D., and AARON B. LERNER, M.D., New Haven, Conn. 


Disseminated vaccinia may occur in pa- 
tients with atopic dermatitis who are vac- 
cinated against smallpox or exposed to 
recently vaccinated individuals. The clinical 
picture may be indistinguishable from that 
produced by herpes simplex in a patient 
with eczema. The two viral infections can 
be differentiated by history of exposure, 
isolation of the virus, and  serological 
studies.'? 


We examined a 23-year-old patient with 
active atopic dermatitis who was pregnant 
and at term. Following exposure to two 
of her children who recently had been vac- 
cinated, the patient developed disseminated 
vaccinia which reached its peak at the time 
of her delivery. Her baby was not affected. 


Report of Case 


Present Illness.— The patient, a 23-year-old preg- 
nant Negro mother of three children, was seen 
on an emergency basis in the dermatology clinic 
at the Yale New Haven Medical Center on May 20, 
1959. The patient felt very ill and complained of 
severe burning and itching of the face and neck. 
The preceding evening she had noted small blisters 
on her left cheek. By morning the blisters had 
spread to her upper lip She was three weeks 
past her expected date of delivery of April 30, 
1959. About two weeks before the patient came 
to the hospital, her 3- and 4-year-old children had 
been vaccinated successfully. Some drainage had 
occurred at one child's vaccination site, and the 
patient had changed the dressing. 


Past History.—The patient's general health al- 
ways had been good. However, since the age of 
3 she had had repeated bouts of atopic derma- 
titis and was hospitalized several times during the 
grammar school years. While in high school she 
was practically free of eczema, but following her 
marriage in 1954 the atopic dermatitis reappeared. 


Submitted for publication Nov. 30, 1959. 
Section of Dermatology, Department of Medi- 
cine, Yale University School of Medicine. 


Disseminated Vaccinia in Pregnancy 


Since then involvement of the face, neck, ante- 
cubital, and popliteal areas had persisted. Repeated 
exacerbations occurred with secondary infections, a 
and on three occasions hospitalization was 
necessary. x 
The patient was first seen on June 10, 1957, 
and hospitalized at the Yale New Haven Medica 
Center from that date until June 24, 1957, because Ls 
of severe, secondarily infected eczematous derma- 
titis. Treatment with oral steroids, antibiotics, | 
antihistamines, and topical measures resulted in 
rapid improvement. Following discharge from the . 
hospital there was some exacerbation of lesions, 
so that the patient was kept on oral steroids for : 
three months. From October, 1958, to January, - 
1959, she was seen only sporadically for mild . 
flare-ups which responded well to local treatment. 
In January, 1959, during the fifth month of 
her fifth pregnancy, the patient had an ac ite 
exacerbation of atopic dermatitis. During the fol- 
lowing months of pregnancy her dermatitis grad- 
ually became worse, but still her symptoms coul d - 
be controlled more or less with antihistamines 
local therapy. - ni 
Physical Examination.—The patient was exam- | 
ined on May 20, 1959, and found to be acutely - 
ill. Her oral temperature was 101 F but rose to $ 
102F within the next hour. The skin of her — 
face and neck was erythematous and Slightly 
edematous with oozing and crusted lesions. The © 
most striking finding was a dense eruption of smal 2: 
distinct vesicular pustules over both cheeks and - 
the upper lip. The oral mucosa and skin of the | 4 
trunk and extremities showed no lesions. There | 
were large, tender, submandibular and submental _ 
nodes. She had changes in the skin of the hands, | 
arms, and legs typical of chronic inactive atopigas 
dermatitis. : 
On the basis of history the diagnosis was dis- ; 
seminated vaccinia superimposed on atopic derma- | 
titis in a pregnant patient whose delivery was | s 
three weeks overdue. 


" Q r3 
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Laboratery studies included a complete blood - 3 
count which showed a hematocrit of 33%, and | 
white blood count of 18,000 with 85% segmented — 
polymorphonuclear cells, 596 nonsegmented forms, — 
and 10% lymphocytes. Urinalysis was normal, as 
were bacterial cultures of the nose and throaty . 
Cultures of facial lesions for bacteria grew out | 
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an abundant growth of Staphylocoeéuis aureus. 
Blood and urine cultures were negative. ‘A chest 
- film was normal. No viral studies were done at 
his time. 

- Because of the secondary staphylococcal infec- 
m the patient was treated with chloramphenicol 
: Bd erythromycin in addition to topical treatment 
with open wet dressings. On the day after ad- 
. mission and at the peak of her illness the patient 
E delivered a healthy, male baby. The infant's skin 
| (8 howed no lesions and remained clear. 


- The patient's skin lesions became progressively 
worse during the first three hospital days, but the 
fever ceased. Vesicular pustules, limited on ad- 
m nission to the cheeks and upper lip, spread rapidly 
the whole face and upper neck. The individ- 
ua Ede enlarged. They became umbilicated 
" d ruptured to form large, coalescent, purulent, 
EM crusted ulcers. The entire face was gro- 
squely edematous with extreme swelling of the 
elids and lips. The patient was unable to see 
Eu The situation was aggravated further 

y vomiting and resulting dehydration. The skin 
le E. while very painful, remained localized to 
face and neck without further dissemination. 

"rom the fourth day on the patient gradually 
im Dro ved. The edema decreased, the skin lesions 
became dry, encrusted, and after several more days 
hec aled leaving slightly pitted, coalescent scars 
whi ch were completely depigmented. This was all 
the = more striking because her skin color was very 
Ue Lo. May 29, 1959, the patient was discharged in 
satis sfactory condition. On follow-up visits to the 
rmatology clinic rapid repigmentation of the 
| dei i groteted scars was noted so that one month 
at er hospitalization the patient's face and neck 
appeared evenly pigmented again. 

_ Three weeks after discharge the patient's blood 
^ was analyzed for antibodies against vaccinia and 
D bes simplex viruses. Neutralizing antibody titer 
against vaccinia virus was 1/32. Neutralizing anti- 
ody titer against herpes simplex virus was nega- 
e, being less than 1/4. Ordinarily following 
Bison against smallpox the neutralizing anti- 
body titer rises to 1/8 or 1/16. Following 
disseminated vaccinia it usually rises to 1/32 or 
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Comment 


The literature was reviewed to check the 
possibility of hematogenous transmission of 
vaccinia virus to the fetus. In 1932 Lynch 
described the case of a 6-month-old fetus 
with generalized vaccinia who was infected 
in utero when the mother was vaccinated. 
He collected several similar cases from the 
literature and concluded that transmission 
of the vaccinia virus to the fetus was possi- 
ble though not common.? In our case the 
baby remained free of lesions. 

The question came up whether or not to 
treat the patient with corticosteroids. Be- 
cause it was felt that corticosteroid therapy 
might increase the danger of further dis- 
semination of the virus, such treatment was 
withheld. 


Summary 


The case of a 23-year-old pregnant Negro 
woman with disseminated vaccinia superim- 
posed on atopic dermatitis is described. The 
peak of the patient's illness coincided with 
the time of delivery of a normal infant. The 
baby remained well. 

We wish to thank Dr. Robert Green, Yale Uni- 


versity School of Medicine, for carrying out the 
serological virus studies. 


Section of Dermatology, Yale University School 
of Medicine. 
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Dermatology 


ORLANDO CANIZARES, M.D., New York 


The second Central American Congress of 
Dermatology was held in Guatemala City from 
Nov. 5 to 8, 1959, This Congress was organized 
by the Central American Dermatologic Society, 
an entity founded in December, 1956, by the 
dermatologists from El Salvador and representa- 
tives of each of the six republics. It was then 
agreed to hold congresses every two years suc- 
cessively in each Central American country. The 
first Congress was held in San Salvador in No- 
vember, 1957, and was a complete success, both 
from the scientific and the social standpoints. 
Practically all the members ef the Central Ameri- 
can Dermatologic Society attended this second 
Congress. The guests of honor were, from Mexico, 
Dr. Fernando Latapi and Dr. Pedro Lavalle, and 
from the United States, Dr. Harvey Blank, Dr. 
Walter Wilson, and myself. The meeting was also 
attended by other Guatemalean physicians in- 
terested in dermatology, such as internists, radiolo- 
gists, surgeons, etc. 

There were 7 scientific sessions in which 50 
papers were presented. Praetically all the mem- 
bers of the Society participated once or several 
times. The sessions were held morning and after- 
noon and one evening, at the auditorium of the 
Ministry of Health. The main topics discussed 


= were directly related to local dermatologic prob- 
Jems encountered in the area, such as deep mycoses, 


leishmaniasis, leprosy, onchocerciasis, tinea imbri- 
cata, etc. The epidemiologic, clinical, and thera- 
peutic aspects of these conditions were carefully 
presented in numerous papers. This represents an 


interesting study of regional cutaneous diseases, 


which may be called “geographic dermatology,” a 
new and challenging chapter of our specialty. Pa- 
pers on rare diseases, and on the treatment of 
common ones, such as acne, psoriasis, and alopecia 
areata, were also included. The use of new drugs, 
such as griseofulvin, was thoroughly discussed. Its 
affectiveness in the superficial fungus infections 
was shown by Lavalle and Galvez Molina in 
their own series of patients. F. Cordero showed 
the value of this medication in the treatment of 


| Submitted for publication Nov. 30, 1959, 


The Second Central American Congress of 


y> Sa 
tinea imbricata, a disease endemic in some sections ; 
of Guatemala. EN. 

Each guest of honor presented iW ES 
Latapí and Lavalle reported cases of Wee 
due to Nocardia brasilienses and of sporotric cho: 
which responded favorably to the m 
of griseofulvin. 

Lavalle discussed the treatment of. acne - 
dermoabrasive preparations. In his second. lectu ure 
Latapi made an impressive and masterly pre eS enta- 
tion of the “new aspect of leprosy,” the leprosy 
as it is seen in children today with insignifi : 
cutaneous changes. He stressed the value o ot L5 
deep understanding of the problems of the | tier 
with leprosy for the proper management r- 
condition. Such an understanding and human | i 
entation could only be given by a man, P | 
Latapi, who has dedicated most of his ‘life to 
fight the prejudice against this disease and — for 
a better future of the patients suffering f from 
leprosy. oe 

Dr. Harvey Blank’s presentation of the p N 
concepts of skin diseases caused by virus and the 
chemotherapy of fungus infections, were peor 
Spanish through the system of simultaneous trat 
lation. This allowed the members who did 
know English, unquestionably the minority, toi 
benefit from these instructive presentations. b 

J. Walter Wilson lectured in Spanish, a gesture N 
which was greatly appreciated by all, and awarded | 
him the adjective of "simpático." He discussed th 
indications of surgical planing, illustrating tl the 
technique with a color motion picture. In his se 
ond lecture he discussed the importance of fun A 


diseases in inmunology. E 
My discussion was related to occupational dis- - 
eases, stressing their importance in countries which 
are rapidly becoming industrialized. In my second - 
paper I dealt with the uses of antimalarials in . 
dermatology. 
Scientifically the papers presented by the mem- D. 
bers of the Society were of high quality - an E 
showed a keen clinical ability and a great interest 
in therapeutic research. The cases reported were 
carefully worked up, both dermatologically an M 


medically. In some instances the slides were avail- 
- ^ 
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= able for examination. Technically the presentation 

_ of color transparencies, clinical and photomicro- 

_ graph, which illustrated most papers, was ex- 

. cellent. Cordero presented two color films on 

E " onchocerciasis, a disease endemic in Southern 

. Mexico and Guatemala. The discussion which fol- 

d lowed each paper showed the interest of the mem- 

* ers on the topics presented. The social aspect 

| the Congress was active and well organized. 

'rom the inaugural session at the University of 

5 1 Carlos to the closing session, where speeches 

| M > made by the President of the University and 

the Dean of the Medical School, a series of 

i lunches, cocktail parties, and dinners kept the 

R embers busy in the friendly and informal inter- 

n p of ideas, so valuable in meetings of this 

. type. Following the inaugural session, a reception 

was given by the President of Guatemala, General 

> Miguel Idigoras Fuentes, and his wife, at the 
x presidential residency. 


= The wives of the members were entertained by 

the Women's Auxiliary of the Guatemalean Medi- 

cal Society, with special sightseeing trips to the 

- picturesque surroundings of the city. 

- The day following the official closing of the 
— Congress, an excursion was made to Panajachel, 
(at the shores of Lake Atitlan, surrounded by quaint 
Indian villages and imposing volcanos, where, in 
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a modern and beautifully located hotel, a dinner 
was given, marking the end of this friendly gather- 
ing. 

The Congress was a complete success scientifi- 
cally and socially. This was due, in part, to 
the active cooperation of all the members of the 
Central American Dermatologic Society and the 
effective participation of the Guatemalean derma- 
tologists, but especially to the dynamic activities 
of the Organizing Committee, of which Dr. Arturo 
García Valdes was President and Dr. Jorge Close 
de Leon Secretary. 

The success of the Congress shows once more 
how a small but active group of dermatologists 
with dynamic interest in the specialty, may stimu- 
late the study of topics of regional and general 
interest, thus helping to raise the standards and 
the esteem of dermatology in their localities. 

By its geographic location Central America is 
a crossroad easily accessible from all parts of this 
continent. In inviting other North and South 
American dermatologists to participate in their 
meeting, our Central American colleagues have 
shown that they want to make these brennial con- 
gresses a tribune where the dermatologists of the 
Americas would discuss the problems of our speci- 
alty to everyone’s benefit. 


3 East 69th St. (21). 
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Clinical Notes, New Instruments and Techniques 


Topical Use of Chymar Ointment P 
Ax - 
THEODORE CORNBLEET, M.D., and EUGENE J. CHESROW, M.D., Chicago n E: 
: & 9. 3 Hn 


At times multiple-ingredient preparations have 
been depicted in an unfavorable light. However, 
we are becoming increasingty aware that few 
disorders have but a single facet. It is proper, 
therefore, where effective agents exist for each 
of the causes or manifestations of a disease that 
they all be used for speedier relief and cure. This 
is particularly true in cutaneous pathology where 
one can incorporate several ingredients in a com- 
mon carrier for local application. This is emi- 
nently exemplified in the recently formulated 
preparation chymotrypsin (@Chymar ointment), 
which combines three separate modern drugs, each 
serving its own specific purpose. 


Composition and Action 


Chymar ointment combines corticoid, antibiotic 
and proteolytic materials. The corticoid material, 
hydrocortamate hydrochloride, a solubilized form 
of hydrocortisone, has anti-inflammatory activity, 
reduces swelling, and allays itching. It is íree 
from objectional systemic effects and does not 
interfere with wound healing. 

The antibiotic component, neomycin, is effec- 
tive against both Gram-positive and Gram-negative 
organisms and has a' broad enough antibacterial 
range to place it in the so-called wide-spectrum 
group of antibacterial substances. It is safe for 
topical use, and the recorded cases of sensitiza- 
tion to neomycin are relatively few. Moreover, 
it is uncommon for the superficial pyogenic or- 
ganisms to develop resistance to this antibiotic. 


The enzymes dissolve necrotic tissue, crusted 
cell debris, and exudates. Removal of superposed 
detritus by chemical debridement removes an im- 
pervious barrier and exposes the fresh surfaces 
of lesions and wounds to the maximum action 
of the other ingredients in Chymar ointment. In 
addition, circulation is improved, probably by 


Submitted for publication Sept. 28, 1959. 
Armour Pharmaceutical Company. 
From the Departments of Dermatology, Uni- 


versity of Illinois College of Medicine, Cook 
County Hospital, and Oak Forest Hospital, 
Chicago. 


digesting the tiny fibrin clots blockading the blood. 
vessels surrounding the wound. When odor ac- l 
companies skin lesions, Chymar ointment rapidly | a 
prevents it from forming or eliminates it. The | 
ointment base is water-miscible, permitting better - Y 
penetration and diffusion of ingredients. It does . 
not stain, has no objectionable odor, and spreads | 
easily. Ni 


am 


j ty 


Results 


A total of two hundred fifty-one patients were E 
treated with Chymar ointment. N inety-seven were a 
geriatric subjects with stasis dermatitis and leg — b. 
ulcers; a majority in both categories was either - 

E D or cleared. No other therapy was em- a 
ployed except bed rest with bathroom privileges. 
Thirty-nine of sixty-two cases of leg ulcer were 
either improved or healed completely. The twenty- E 
three that did not improve were very long- -standing — 
extensive lesions or associated with atherosclerosis | à 
and had not responded previously to other meas- * 
ures. Nevertheless, even in this group of unim- 3 
proved ulcers, Chymar ointment was beneficial ^ 
because it cleaned the lesions, removed odors, and kr 
allayed pain. Lesions of psoriasis were not ex- S 
pected to clear with Chymar ointment, though it Y 
did help to clear thickened formations of scale 
Seventeen of twenty-eight patients with acr 1€ 
were either improved or cleared of lesions, Eleve 
were unimproved; some of the latter were de 
and cystic forms. Eleven of fourteen patients 
with eczematoid ringworm were so favorably in 
fluenced as to lead us to speculate that the enzymes 
may have a major effect on the course and di a- 
tion of this condition. In the superficial in eei 
tions, such as impetigo, Chymar ointment was E 
eminently effective in twenty-three cases. While 
it did not completely clear any of the patients — 
with atopic eczema, it did give them much relief. 
Eight cases of seborrheic dermatitis responded ` 
promptly and favorably. Eleven of sixteen cases 
of dermatitis venenata were improved or cleared 
when the cause could be eliminated, Thirteen of 
nineteen patients with pruritus ani et vulvae re- 
sponded. Other skin lesions in which a favorable — 
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effect was also observed include dermatitis ex- 
foliativa, dermatitis medicamentosa, dermatitis 
solare, dermatitis ecthyma, folliculitis, 
infectious bites, 
intertrigo, and miliaria. 


vegetans, 


eczematoid dermatitis, insect 


Twelve patients did not tolerate the ointment. 
For the most part they complained of burning or 
itching or both. Some of these, nevertheless, did 
show some improvement before the ointment was 
stopped. Beyond this there were no other un- 
toward results. 
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Summary 


In 251 patients suffering from a variety of skin 
ailments, mostly chronic, 175 were either cleared 
or improved by the use of Chymar ointment, a 
comprehensive preparation containing a steroid, 
a- broad-spectrum antibiotic, and proteolytic en- 
zymes. The ointment showed a capacity to con- 
trol inflammation, clear infection, allay itching, 
and debride lesions. Twelve patients did not tol- 
erate the preparation. 


University of Illinois College of Medicine, 840 
S. Wood St. (12). 


Dissemination of Flat Warts by Wire Brush Surgery 


CLETE DORSEY, M.D., Pasadena, Calif. 


In September of 1958, a 38-year-old woman of 
Latin American extraction appeared in my office 
for the treatment of a skin eruption involving the 
face and forehead. Examination revealed large, 
sharply circumscribed areas of mild hyperpig- 
mentation on both cheeks, on both sides of the 
chin, and on the forehead. Within these areas 


were located hundreds of flat warts. The fore- 
head was almost a solid mosaic of warts 
(Figure). 


The patient gave the following history. Three 
months previously she had been treated elsewhere 
for four flat warts, which were located on the 
left lower cheek. These lesions had been cauterized 
with a dilute solution of trichloroacetic acid. 
Scars followed this therapy. Subsequently, a full 
face wire brush planing was performed. This 
procedure was followed by the appearance of 
myriads of flat warts within the abraded areas. 


Attempts at removal of these lesions during 
succeeding months by various destructive methods 
were unsuccessful. It was at about this time that 
the patient was seen in my office. 


Since the warts were far too numerous for 
destructive methods of treatment bismuth sodium 
triglycollamate (Bistrimate) was prescribed. Two 
tablets after each meal were taken by the patient 
for a period of two months. One month after 
cessation of this therapy all of the warts had 
disappeared leaving no trace. 

Nore: It was fortunate indeed that these le- 
sions responded to Bistrimate therapy. Otherwise, 
a permanent and rather pronounce® cosmetic de- 


Submitted for publication Sept. 29, 1959. 

Clinical Instructor Department of Medicine 
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(A), mosaic of flat warts on the forehead within 
planed area. 

(B), circular planed area on right cheek packed 
solid with flat warts. 

(C), note the definition of the planed areas by 
a solid border of flat warts. 
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WHETSTONES FOR CURETTES, PUNCHES 


formity would have resulted from the wire brush 
surgery. It is obvious from the history and from 
the clinical appearance of the patient's dermatosis 
that abrasion therapy has disseminated the virus 
of flat warts throughout the treated areas. Evi- 


dently there was residual virus within the scars 


which had resulted from the original treatment of. 
the warts. Those who perform wire brush surgery — 
should note whether flat warts are present vitii 
any of the areas to be treated. If any are pres- 
ent, abrasion therapy should not be performed. 


65 N. Madison Ave. 


Whetstones For Sharpening Curettes and Punches 


JOHN B. WATSON, M.D., Hollywood, Calif. 


Curettes and punches must be kept sharp for 
efficient use. Both instruments have circular cutting 


Submitted for publication Oct. 16, 1959. 


Flat whetstone for sharpening needles (top), 
two curettes (middle), pencil-shaped whetstone 
(lower middle), and two dermal punches (bottom). 





edges which are easily dulled. The outer surface ~ 
may be sharpened by rotating the circular edge  - 


"oe 


while it is stroked across a flat whetstone (Figure) _ 


used for sharpening needles. 


The inner surface - 


may be sharpened by twirling a hard pencil-shaped a 


whetstone (Figure) 
edge. Joseph’ 
of a pencil-shaped whetstone. 
probably a more efficient sharpener than steel. 
These whetstones, 
are usually obtainable at hardware stores. 
Equitable Building, Suite 905, 
Boulevard at Vine St. (28). 


REFERENCE 


l. Joseph, H. L.: A Method of Sharpening _ 
A.M.A. Arch. Dermat. 


Biopsy Punches, 
394 (Sept.) 1958. 


Postinflammatory Hair Darkening 


Bean' recently described circumscript and tem- 
porary darkening of graying hair on his scalp 
at the sites of healed carbuncles. He stated that 


Submitted for publication Oct. 19, 1959, 

From the Department of Dermatology, Wayne 
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the Veterans Administration Hospital, Dearborn, 
Mich. 

Supported in part by grants C-2072 and RG- 
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Watson 


several correspondents had told him many fasci- 
nating things about skin and hair pigmentations 


used a tapered steel punch instead 
Hard whetstone is 


inside the circular cutting 


t 


+ 
B 
Re 


both flat and pencil- shaped 72 


-2q 


6253 Hollywood ~ 


78 :393- a 


and that he had found many scholarly contribu- | 


tions to the subject of hair color, but that he had _ 


not come upon any description of such a change 
as he had observed. This communication has the 
purpose of supporting Bean’s observations in their 
positive and, negative aspect. 


Report of a Case 


A 62-year-old Negro man was hospitalized at 


the Veterans Administration Hospital, Dearborn, — 
for chronic generalized dermatitis, considered to- 


be neurodermatitis. While in the hospital he de- 
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Left parieto-occipital region of 62-year-old man 


exhibiting regrowth of black hair after a furuncle. 


veloped a number of furuncles, one of them in 
January, 1959, on the left posterior aspect of the 
scalp close to the base of the mastoid. The patient’s 
skin is quite dark, his scalp hair gray due to 


— mixture of about 80% of white hairs with his 





— normally black ones. At the site of the furuncle, 
— a L5 cm. diameter, round area of practically pure 
- black hair was observed during ward rounds on 


Sept. 10, 1959, The patient was aware of this and 
definitely related it to the site of the furuncle. 
No other furuncles had occurred on his head. 
Most of us pass over manv clinical features with 
unseeing eyes. The old word that the student can 
not be blamed for not seeing, but may be blamed 
for not looking, might be modified to say that 
all of us must take the blame of frequently not 
registering what we see. Inasmuch as the old 
physicians often were more observing than our 
hurried generation, Bean's article caused me to 
consult two older texts. Neither F. Pinkus? nor 
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Galewsky* report similar instances. Galewsky 
quotes a report of Weinberg* that a dark-haired 
lady had syphilitic alopecia and regrew blond hairs, 
while her light-blond husband, afflicted by the same 
malady, grew dark hairs. Perhaps the most perti- 
nent observation is that of Pautrier and Woringer.* 
Their 62-year-old patient had lost most of his gray 
hair due to widespread involvement of the scalp 
with tumors, probably of lymphomatous nature. 
When these regressed under x-ray treatment, deep- 
chestnut-colored hair began to grow in many 
places. No reference was found to localize darken- 
ing of gray hair at the sites of inflammation. 


Summary 


A second case is reported of local regrowth 
of black hairs in a graying capillitium following 
a furuncle. 


12 E. Fourth St, Monroe, Mich. 
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Injectable Promethazine Hydrochloride (Phenergan) 


for Local Anesthesia 


LEONARD MELTZER, M.D., Houston, Texas 


Continued efforts have been directed toward dis- 


covering and developing new ande safer local 


Submitted for publication Oct. 26, 1959. 
Phenergan used in this study was supplied by 
Wyeth Laboratories, Philadelphia. 


Assistant Clinical Professor of Dermatology, 
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anesthetic agents for minor surgical procedures. 
Increased awareness of hypersensitivity to para- 
aminobenzoic acid derivatives! and the phenome- 
non of cross-sensitization of substances seemingly 
unrelated to them? has further stimulated the 
search. Compounds such as antihistamines, which 
are in no way related to PABA, have received 


some attention. The topical anesthetic value of 
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tripelennamine hydrochloride, mepyramine, and 
1 promethazine hydrochloride has been recognized 
and utilized for some time. In August, 1954, 
 :Haranath* reported that promethazine hydro- 
chloride (Phenergan) resulted in prolonged and 
effective anesthesia when introduced intradermally 
or subcutaneously. He did notice some local in- 
flammatory effect. 
Stimulated by Haranath's experience, it was 
. decided to use promethazine hydrochloride for 
= locals anesthesia in office minor surgery. Thirty- 
= three patients, twenty-four white men and nine 
white women with no known hypersensitivities, 
were selected at random. Promethazine hydro- 
chloride in concentration of 25 mg. per cubic 
centimeter of water prepared for intramuscular 
or intravenous route was used. It was admin- 
istered either subcutaneously or intradermally, 
| whichever seemed clinically. preferable depending 
* on lesion and site. All patients complained about 
pain and burning at point of mjections persisting 
for an average of about one to two minutes. This 
h- may be accounted for by the tact that the vehicle 
— was sterile water, which by itself causes pain 
1 when injected into the skin. Anesthesia was ex- 
cellent and persisted for 20-30 minutes. The only 
untoward reactions occurred im two women. Both 
had had promethazine hydrochloride injected sub- 
cutaneously on the face, and experienced edema, 
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The Sheep Cell Agglutination Test in Granuloma 


Annulare 


F. F. HELLIER, M.D., F.R.C.P., Leeds, England 


The marked resemblance between the histologi- 

E: cal picture of granuloma annuiare and that of the 
|... rheumatic nodule was first noted by Goodman and 
E Ketron in 1936. While a similar histological ap- 
|. pearance does not necessarily mean a similar eti- 
ology, and there is little to sugzest any relationship 
between granuloma annulare and rheumatoid con- 
ditions; nevertheless, it is at least worth exploring 
the possibility of some common factor being pres- 
ent. In a recent discussion on the rheumatoid serum 
factor, Kellgren and Ball (1959) examined a series 
of patients with subcutaneous nodules and found 
the sheep cell agglutination test (S.C. A.T.) posi- 
tive in 10096 of 62 males and 9296 of 91 females. 
It seems probable that the rheumatoid serum fac- 
tor is in some way connected with the subcutane- 
J ous nodules, and if these are in any way related 
ae to granuloma annulare one might expect this latter 
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erythema, and slight pain for a few days. Thes 
reactions subsided without sequelae. y 


Conclusion 


An antihistamine (promethazine hydrochloride) 
has been used intradermally or subcutaneously as 
local anesthesia on 33 patients. Edema and ery- 
thema occurred in two. This substance may be - 
added to the list of alternative anesthetics for AN 
those patients who have proven or suspected hy- í 
persensitivity to derivatives of. para-aminobenzoie | y 
acid. 


1413 Medical Towers (25). k; 
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condition to be associated with a positive S.C.A.T. 
The first patient examined, a boy of 12, gave id 
a positive reaction, but, unfortunately, the next six — 
cases were completely negative. It appears, there- 
fore, that the rheumatoid serum factor plays no 
part in the production of granuloma annulare. 
Nevertheless, the similarity of their histological 
pictures suggests that a similar mechanism may - 
be at work, and it might be worth while searching | 5 
for some other independent factor in the serum 
in cases of granuloma annulare. 


20, Clarendon Rd. (2). 3 
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| A ELMER R. GROSS, M.D., Wilmington, Del. 


I have had considerable success in having pa- 
tients wear boxing gloves upon retiring. Because 
thev cannot remove them without aid, little, or 
. no damage can be inflicted on the skin. 


Many patients state that they awaken themselves 
scratching after the damage has already been done. 
Others find their bed linens, or night garments, 
soiled with blood, or serum from a scratching 
episode. 

Patients with emotional disturbances are the 
most common offenders. Wearing gloves, or mit- 
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|. SAUL BLAU, M 
E : Acne therapy demands above all else a topical 
- medication for “the achievement of a continuous, 
_ mild, nondisfiguring, drying and peeling of the skin 
. to remove and prevent follicular obstruction." 
M. We wish to report our experiences with a new 
puoi drying and keratolytic agent in the treat- 


tint! 


acne. 


.. Polyoxyethelene lauryl ethers are nonionic emul- 
premiers produced by the condensation of ethylene 
“oxide with lauryl alcohol and have this general 
Ey ch emical formula: 

EB DI ——(CH.)a-—C 

H (CH Cho), 0 

3 Mo The specific ether used in this study is a color- 
- Jess, oily liquid at 25 C that is soluble in high con- 
centrations in distilled water and is easily dispersed 
in hard water. 


"sug en Y 
% 343 


< 


Polyoxyethelene emulsifier alone, in concentra- 
tions up to 30%, produces only a mild astringent 
sensation on the skin. However, with the addi- 
tion of sulfur 2%, zinc oxide, talc and bentonite 
base, a surprising synergism is noted. Marked 
peeling and drying takes place, whiclf i is not dupli- 
cated by any of these ingredients alone. Further 
. preliminary clinical trials established that a con- 
= centration of polyoxyethelene lauryl ether 6% and 
sulfur 2% in a scented water washable cream 


E Submitted for publication Oct. 30, 1959. 
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E Boxing Gloves in Dermatology 


" 


tens, to minimize excoriation is not effective since 
the patients remove them in their sleep. 

Wearing boxing gloves usually will prevent con- 
tinuous traumatization of the skin, and thereby 
render it less irritable which is conducive to a 
good therapeutic response. I keep a set of bóxing 
gloves in the office, they come four to a set, and 
loan a pair to patients for one week when indi- 
cated. If they prove beneficial, the patient has no 
hesitancy about purchasing a set. The gloves can 
be kept clean with soap and water. 

This simple, inexpensive, mechanical means is 
suggested as a deterrent to excoriation. It is not 
a substitute for other indicated therapy. 

Medical Arts Building. 


— Polyoxyethelene Lauryl Ether 
! Its Use in a New Keratolytic Acne Lotion 


.D., and NORMAN B. KANOF, M.D., New York 


base, tinted with neocalamine * will produce a 
beneficial peeling of the acne skin in almost every 
case, and that the degree of peeling could be 
easily controlled by regulating the frequency of 
application of the medication. This formulation 
was used in the treatment of a large series of 
patients with acne. 


Materials, Methods, and Results 


Four hundred twenty patients of both sexes 
with acne vulgaris in our private practice were 
treated with a cream containing polyoxyethelene 
lauryl ether 6% and sulfur 2% for periods rang- 
ing from one to eight months. It was applied to 
the affected areas of the face, chest, and back 
once or twice a day. Apart from soap washings, 
no other local, oral, or parenteral medication was 
permitted. Minor acne surgical procedures, like 
expression, incision, and drainage were done when 
necessary. With this regimen, treated skin areas 
showed dryness and mild desquamation within 
four to seven days in 339 patients (80%), and 
the number of acne lesions was sharply reduced. 

In sixty-one patients (14%) severe chapping and 
erythema came on so quickly that facial stiffness 


and eyelid-neck wrinkling led to discomfort and 


* Fostril Lotion, 
Buffalo, N.Y. 


Westwood Pharmaceuticals, 
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oe tinued until the reaction had subsided and was 
- reinstated on a more moderate schedule, for ex- 
s . ample, an application every other night or every 
p Er other day beneath make-up, or the restriction of 
H" x applications of the medication to the lesions 
n p aemselves. 

In eighty-one patients (20%) the affected skin 
E. remained oily and active on the regimen outlined 
y — above but did dry and improve with three or four 
M applications a day. Such elastic schedules extended 
the usefulness of the preparation to almost every 
—.. Case of acne. Once the intensity of therapy for 
= the individual patient was determined, the medi- 
cation could be continued for many months. There 
were no cases of allergic sensitization to this 
polyoxyethelene lauryl ether-sulfur preparation. 
Excessive drying and chappimg are immediately 
reversible by ceasing medication. 


' 
"Rey 


RD Conclusions 


A new skin drying and peeling agent, poly- 
oxyethelene lauryl ether 6% with sulfur 2% was 


Pruritus Ani and Anal Hygiene 


|. MATTHEW J. BRUNNER, M.D., Chicago 
4 
! 


Perianal pruritus sometimes is based on demon- 
strable and specific causative factors: fungus in- 
fections, psoriasis, contact or atopic dermatitis, 
disorders of the gastrointestinal tract itself, or 
systemic disease. However, in a certain propor- 
tion of the cases investigation fails to show any 
of the usual causes, such cases of "essential" 
* pruritus often eventually being labelled as psycho- 
E . somatic. Doubtless some are, but pruritus in pa- 
Des i fents without demonstrable organic disease may 
- often be due to anatomical peculiarities which make 
- cleansing of the perianal skin diffcult: the pres- 
n | ence of abnormally voluminous and redundant 
bes radiating perianal folds, or of mild rectal pro- 
—  ]apse. In these patients, fecal staining of under- 
clothes and residual fecal material in the perianal 
folds are often seen in spite of repeated wipings. 
Proper hygiene could be maintained if the patients 
were instructed to cleanse themselves as usual 
after the bowel movement, and follow this by 
wiping with toilet tissue to which several drops of 
b = & cosmetic cleansing lotion had been applied. Gen- 
| erally, between two and four wipings with lotion- 
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used in the treatment of 420 jatients with < 
vulgaris. 

Depending on the frequency of application of | 
the medication, a satisfactory, rapid, controlled - | 
drying of the skin and hence improvement in the 
acne took place in almost every case. 


Sixty- -one patients ee complained of lise 


ra TA 


kc 





. 9.28 $18 ` ‘ 

There was no evidence of MEN sensit 
to the medication in any of the patients in thig » 
series. | 


580 5th Ave., New York (36). 
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wetted paper were required after the use of dry 
toilet tissue before complete cleansing was ac- B. 
complished. Soap and water was relatively ine u 

fective, and in some instances caused irritati m ; 

Of 28 cases of long-standing “essential” 1 

ani seen over a two-year period, 16 have > remained 
asymptomatic by adhering to the prescr xed methoc 
of cleansing. Topical steroids were used « 
at the beginning of therapy. The presence of s 
particles on the susceptible perianal skin is 
known stimulus to itch, possibly due to the pres- 
ence of proteolytic enzymes in feces. Use of a 
cosmetic cleansing lotion for anal hygiene w as 
suggested because of the known effectiveness of — 
such agents in removing adherent particulate ma- — 
terial from the skin, such as pancake make-up.  . 
These cleansing lotions generally have as their - 
basis a high percentage of mineral oil, which is a | 
good lipid solvent and suspending agent, along — 
with surface active agents for emulsification. The 
oil-softened paper has greater compliance than 
dry paper, and by more readily coapting to the - 
irregularities of the mucocutaneous surface gives — 
more effective cleansing. In addition, the con- — 
tribution of this cleansing technique to improved 
personal hygiene is substantial. 


Mes 


Ace 
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panied by rise of temperature. 


Tinea Faciei Simulating Chronic Discoid 


- Lupus Erythematosus 


JAY SHANON, M.D., and F. RAUBITSCHEK, M.D., Jerusalem, Israel 


Howell et al? reported two cases of scalp infec- 
tion in adults caused by Trichophyton tonsurans 
in which the clinical lesions closely resembled 
chronic discoid lupus erythematosus. This paper 
reports four cases of chronic tinea faciei, due to 
different dermatophytes, simulating chronic discoid 
lupus erythematosus. 


Report of Four Cases 


Case 1—The patient, a 65-year-old woman of 
dark complexion, complained of a symmetrical 


- butterfly-like eruption on the nose and cheeks of 


eight years’ duration. These lesions always flared 
up in summer when she was exposed to the sun. 
The patient also gave an eleven-year history of 
recurrent "inflammation" of the left foot accom- 
She had been 
previously diagnosed as suffering from discoid 


lupus erythematosus and treated with gold injec- 
tions without improvement. 


On inspection there were variously sized scaly 
red lesions with polycyclic, moderately well-defined, 
borders on the nose and cheeks. The central parts 


. of the lesions showed bluish-red papules, slight 
^... atrophy, and telangiectasia. Infiltration and follic- 


4 ular plugging were absent. The first left toenail 


= was lusterless, discolored, and broken off at the 


Ti 
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i 
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free edge. Ill-defined areas of marked scaling 
. and elephantiasic changes of the left foot were 


TA 


present. 
Trichophytin tests gave an immediate wheal 


= response and a negative response after 48 hours. 


^ 


Microscopic examinations in KOH of material 
scraped from the left toenail and the interdigital 
webs of the left foot were positive for fungi. 
Scales from the facial lesions were at first nega- 
tive, but fungi were detected after the patient had 
been advised not to wash her face for several 
days. Cultures from the same areas yielded 
growths of T. gvpseum. 

The histological picture of two biopsy specimens 
from the nose and cheek was reported upon as 


follows: Slight hyperkeratosis and follicular hy- 
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perkeratosis. The epidermis is flattened in some 
places and the rete ridges are absent. A large 
number of hair follicles is present. There is a 
slight basophil degeneration of the collagen in the 
papillary and subpapillary layer, and the whole 
cutis shows a focal infiltration of lymphocytes, 
granulocytes, and some histiocytes. The infiltration 
is in some places concentrated around the adnexa, 
in other places it is without any particular arrange- 
ment, The picture somewhat resembles that of 
inactive or healing chronic discoid lupus erythema- 
tosus, but several features characteristic of this 
condition are lacking. PAS staining for fungi 
was positive. 

The patient was treated by the daily application 


of 396 salicylic acid in a 596 alcoholic solution of S 
iodine for a period of about three weeks. The - 


lesions disappeared completely and repeated micro- 
scopic examinations and cultures were negative. 

Case 2.— This patient, a 62-year-old woman of 
dark complexion, had ulcerative lesions on the left 
ala nasi due to a basal-cell carcinoma of 17 years' 
duration. These lesions had been treated five years 
previously with radium, but soon recurred. They 
proved resistant to subsequent x-ray therapy. Dur- 
ing the past year new lesions had begun to appear 
on the nose, cheeks, and forehead. These lesions 
were erythematous and showed central atrophy 
and telangiectasia. They became more pronounced 
after prolonged exposure to sunlight. No itching 
was present. On the abdomen there was a large 
erythematous plaque with polycyclic borders and 
scattered vesicles and scales. 

Microscopic examinations of scrapings from the 
skin of the face, forehead, and abdomen were all 
positive for fungi. Culture from the facial area 
and from the abdomen yielded a growth of T. 
rubrum. WU 


The histological picture of a biopsy specimen | 


from the cheek was reported upon as follows: 
slight hyperkeratosis. The epidermis is flattened 
and rete ridges almost absent. The papillary and 
subpapillary layers of the cutis reveal marked 
changes in the staining properties, being pinkish 
and slightly bluish in hemotoxylin-eosin stain. 
There are few cells in this area and large homog- 
enous masses are present, among which collagen 
bundles are interspersed. In the deeper cutis there 
are a number of sebaceous glands and rests of hair 
follicles, surrounded by a slight infiltration of 


lymphocytes, histiocytes, a few plasma cells and 


í 





au 
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TINEA FACIEI SIMULATING L.E. 





Fig. 1A.—Case 2, showing ulcerative lesions on 
the left ala nasi due to basal-cell carcinoma and 
erythematous atrophic areas on the nose, cheeks, 
and forehead suggestive of chronic discoid lupus 
erythematosus. 


granulocytes. The elastica stain reveals basophil 
degeneration of the collagen of the whole upper 
cutis. The bundles are broad, swollen, and clumped 
together in big clusters. Thus m some places the 





Fig. 2A.—Case 3, showing erythematous lesions 
with central atrophy on the nose and left cheek, 
clinically suggestive of chronic discoid lupus 
erythematosus. 
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Fig. 1B.—Case 2, showing a large erythematous 
plaque with scattered vesicles on the lower ab- 
domen, a typical tinea circinata lesion. 
picture resembles that of colloid milium. PAS 
staining for fungi was positive. 

Case 3.—A 64-year-old woman of dark com- 
plexion was seen because of sharp-bordered round 
and oval erythematous lesions, which showed cen- 
tral atrophy, on the nose and left cheek. The 
lesions itched and were more pronounced in sum- 
mer. There was no telangiectasia or infiltration. 
The third fingernail of the right hand was dark- 
colored, brittle, and its distal portion partly de- 
stroyed. 
examination of 


Microscopic scrapings from 


the skin lesions and nail were positive for fungi. 


Fig. 2B.—Case 3, showing the nail changes due 
to tungal infection, 
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Fig. 3A & B.—Case 4, 
showing atrophy and dif- 
fuse scaling of the face 
and left ear. Note the 
border over the malar 
regions, clinically sugges- 
tive of chronic discoid 
lupus erythematosus. 


No pathogenic organisms grew on culture. 

Histologv: Nonspecific dermatitis. PAS stain 
for fungi was positive. 

Topical treatment for five weeks with 3% sali- 
cylic acid in a 5% alcoholic solution of iodine was 
effective. 

Case 4—The patient, a 55-year-old man with 
reddish hair and fair complexion, presented very 
severe skin changes of ll years’ duration on the 
face, ears, hands, upper extremities, and on the 
nails of the left hand and of both feet. 





Fig. 4A.—Case 4, showing atrophy of the skin 
on the back of the hands and onychomycosis ot 
the left hand. 
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ARCHIVES OF DERMATOLOGY 





He was extremelv sensitive to sunlight and had 
been previously treated by several dermatologists 
for xeroderma pigmentosum incipiens. 

The skin of the face and of the extensor sur- 
faces of the hands and arms had a mottled appear- 
ance and showed marked telangiectasia, atrophy, 
and diffuse scaling. These skin changes were es- 
pecially pronounced on the face, being limited by 
a fairly well-marked border in the malar region. 
The dorsa of the hands had the appearance of 
"sailor's skin." The vermilion border of the lips 
showed diffuse scaling, atrophy, and patchy hyper- 
keratoses. The nails of the left hand and all the 





Fig. 4B.—Case 4, showing onychomycosis of 
the toes. 
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te toenails showed dask” TEE oa: bilens, 
^ partial destruction, and subungual keratoses, | 
E Microscopic examinations of scales from the 
nose, cheeks, left preauricular area, lips, and nails 
were all positive for fungi. Immediate and delayed 
reactions to trichophytin tests were negative. 
kë The culture yielded a growth of T. rubrum. 
. The histological picture of a biopsy specimen 
taken from the left auricular showed the following: 
yp rkeratosis and parakeratosis. In the upper 
. dermis basophil degeneration of the collagen tissue 
oS ag present. In other parts of the sections there is 
| irked dilatation of blood vessels and focal in- 











| ltration of granulocytes, round cells, and plasma 
“cells. In sections stained with PAS, fungous ele- 
| ments were seen in the horny layers. 


E Comment 


betel Three of the patients were darkly pigmented, 
x whereas one was fair-skinned with an abortive 
ah xeroderma pigmentosum-like appearance. One pa- 
(n tient also had a basal-cell carcinoma of the nose. 
All were of advanced age, showed marked sensi- 
 tivity to sunlight, and had developed atrophy, tel- 
angiectasia, and senile keratoses on exposed areas. 
3 . + These skin changes represent physiologic aging 
V of the skin aggravated by an actinic factor? Thus, 
the histologic findings resembling those of discoid 
lupus erythematosus can be explained in specimens 
which were taken from the face. 

The discoid-lupus-erythematosus-like clinical ap- 
pearance of the facial lesions was produced by a 
superimposition of the inflammatory raised border 
of the tinea circinata on a skin already atrophic. 
Although this atrophy, which was very pronounced 

7 in the center of some lesions, suggested the re- 
, semblance to lupus erythematosus, the slight degree 


y Y 


ROBERT A. BERGER, M.D., New York 


The value of local intracutaneous injections of 
various relatively insoluble steroid suspensions has 
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An Improved Technique for the Intracutaneous 


Injection of Steroid Suspensions 

































of infiltration of the border and the sence of 
folicular dilatation and plugging were not i ái 
favor of this diagnosis. 


All four patients also suffered from fungo 
infection of the nails or other regions of the body. 
This suggested that the facial lesions might be of 
similar etiology. E. 


Frequent washing of the face apparently re- 
moves scales containing fungal elements and ac- di 
counts for the lack of sharpness of the borders A. 
and at times for the negative results of microscopic. 
examinations for fungi. 


- 


E 

Four cases of tinea corporis in adults iny which 3 
the facial lesions resembled discoid lupus erythe ma “Hi 
tosus are described. The fungous infection super er- 
imposed on an already atrophic skin gives : je A 
casual appearance of a discoid lupus erythematosus. - 


Summary 


z 
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been reported by several investigators, in the treat = 
ment of a variety of different dermatologic des 
orders. Most prominent among these disorders is | 
alopecia areata, in which the response can be. eas ily 
observed,'? and readily demonstrated to be a spe zt fic . 
effect of the steroid not due solely to trauma or to > K 
psychic influences of the injections per se. y 4 

This modality has also been employed in papai 
squamous eruptions of chronic and torpid nature, 


notably lichen simplex chronicus,* psoriasis, 


Ba 
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Fig. 2.—Diagram of 
repeating syringe outfit. 
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Fig. 1—Beaded intradermal needles. Left, 3 mm. 
length; center, 2 mm. length; right, 1 mm. length. 
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ARCHIVES OF DERMATOLO APE 
. 
hypertrophic lichen planus. Tattooing with the 
Conway Dermajector as a method of introducing 
steroid into the skin has been championed by Aaron, 
Kantor, and Stromeyer. In this technique fine solid 
needles are driven through a film or a well of 
steroid suspension on the skin surface. Objections 
to the tattooing method include the painfulness of 
tattooing over the scalp or bony prominences, and 
the relatively inefficient delivery of steroid into 
the cutis. Others have employed intracutaneous 
injection with the standard tuberculin syringe and 
hypodermic needle. 


Absorption of subcutaneous tissue at the injection . 
site is a common development in the treatment of 
alopecia areata,® but does not necessarily interfere 
with the hair growth response. This rather deep, 
depressed type of loss of substance is to be dis- 
tinguished from atrophic scarring secondary to 
deposition of too much suspension too high in 





E: Adjusting screw 
WTAE 
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aia ILE ero) 
Finger rings (side view) 
etal holder 
we MISE 


Stock vial of a 


material for | 
injection 


Air needle 


Cornwall Luer-Lok 
Syringe, #1231 or #1241 


Filling needle 


Tack valve (opens with 
negative, closes with pos- 


itive, syringe pressure) 


e 
Tack valve (opens with 
positive, closes with neg- 
ative, syringe pressure) 







Vol. 82, Aug., 1960 





INTRACUTANEOUS STEROID INJECTION 
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3—Repeating syringe outfit, side view. 


Fig. 


dermis, interference with the blood supply to the 
epidermis, and ulceration of the site with dis- 
charge of the precipitated crystals. In the experi- 
ence of used method the 
deep tvpe of tissue absorption is not permanent, and 


those who have this 
eventually fills in completely. 

We have endeavored to improve on the simple 
tuberculin syringe and hypodermic needle, so as to 
-achieve the following: 

1. Accurate control of the depth of injection 

2. Injection at closely set, standardized points on 

the skin surface 

3. Delivery of a very small, accurately measured, 

and reproducible quantity of suspension at each 
point, without the sacrifice of 

4. Speed and efficiency. 

The equipment described below has been found 
useful for these purposes. 


Beaded Intradermal Needle 


This is a 26-gauge, three-eighths-inch long, 
standard hypodermic needle, modified in three 
respects, to wit: the bevel is shortened to approxi- 
mately 0.5 mm.; a reverse, or “back bevel” is added 
to increase sharpness, and a metal “bead” is placed 


Berger 


js 
Fig. 4.—Repeating syringe outfit, front view. 
on the needle shaft (Fig. 1). This "bead" is a 
fixed distance (for example, 2.0 mm.) from the 
needle opening, and prevents deeper penetration of 
the shaft. A standardized, reproducible depth of 
injection is obtained when the needle is driven 
vertically into the skin. Vertical injection into the 
scalp with these needles has proven no more painful 
or difficult than the customary angled technique. A 
number of such needles with the bead fixed at dif- 
ferent lengths permits variation of the depth as 
desired by the operator. 


Repeating Syringe Outfit 


This apparatus is a modification of the B-D 
Cornwall Continuous Pipetting Outfit, and consists 
essentially of a syringe with a plunger spring, 
metal holder, and two-way valve (Fig. 2-4). The 
valve is connected by stainless steel tubing to the 
stock vial of steroid suspension. The vial is held 
to the assembly by the filling needle and by a 
metal ring tMat is attached to the syringe holder, 
When almost empty, the vial is simply slipped off, 
and a fresh vial slipped on, without introducing air 
into the system. The adjusting screw determines 
the amount of suspension injected each time the 
plunger is pushed, and can be set to give very exact 
volumes, if required, by measuring injections into 
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À a finely calibrated -burette. The plunger spring 
= returns the plunger, and creates the negative pres- 
. sure which causes fresh fluid to enter the barrel of 
Y . the syringe. In this way rapid, repeated injections 
l E of precisely the same volume are given. Moreover, 
— the assembly has the advantage of small syringe 
E barrel diameter (requiring less pressure for in- 
. jection into tough scalp tissue), with a relatively 
^y large continuous supply from stock vials. 


y. 


p. Rubber Stamp Grid 


y^ = 


b ". _A rubber stamp is very useful for mapping out 
. areas to be injected. We use a stamp made up of 
- eight vertical and eight horizontal lines, spaced 5 
e. mm. apart. Preliminary trials have shown that the 
B _ injection of small volumes (0.05 to 0.20 cc.) of 
P: D steroid suspension at 5 mm. intervals gives a fairly 
E even, cosmetically worthwhile regrowth. Using a 
| l commercial India ink stamping pad and the beaded 
E edles described above, we have never produced 
-a visible traumatic tattoo. This helpful device was 
3 | suggested by Dr. Morris Leider. 


Summary 


C Three tools for use in intracutaneous injection 
= thera are described. These are a beaded, short 
eled needle, a repeating syringe outfit, and a 


be 
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. L. EDWARD GAUL, M.D., Evansville, Ind. 


4 Report of a Case 


A white man, aged 20, was employed as a helper 
on a two-color press. The dermatitis affected the 
D se, especially the external nares, the adjacent 
= upper lip, base and V of the neck, and forearms. 
D. The duration was one month with episodes of 
| being better and worse. Eliminative procedures 
led to gradual involution of the acute manifesta- 
y B tions with no loss of time. A two-week vacation 
. period was about to begin, so this time was put 

d to use in determining the etiology. 
He returned to work with a normal skin. A few 
- days later a recurrence developed. Three agents 
Para-tertiary butyl catechol (PTBC) recently 
gained attention as the cause of confact dermatitis 
—. from Thermo-Fax paper"? processed before 1958. 
= This report describes the occurrence of allergic 
- . eczematous dermatitis from this chemical in a 

. lithographer. 


E. Submitted for publication Oct. 30, 1959. 
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| ARCHIVE 7 uy DE TOLOGY 
rubber stamp grid. Each has proved useful in the 
steroid injection treatment of alopecia areata. 
We thank Mr. E. May, Mr. H. Alessi, and Mr. 
A. Abreu of Becton, Dickinson and Co., for 


constructing the syringe and needles. 


New York University—Bellevue Medical Center, 
Skin and Cancer Unit, 330 Second Avenue (3). 
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Sensitivity to Para-Tertiary Butyl Catechol 


were the only contactants; gas, roller wash, and 


type wash. 
to determine the status of these, a third and still 
more severe exacerbation developed. By this time, 
all parties concerned were sufficiently alert to also 
become suspicious of a spray used to delay evapo- 
ration of inks. | 

Detection of the Sensitizer.—The initial series 
of scréening patch tests, which included potassium 
chromate 1% aqueous, produced no positives. Oc- 
cupational contactants were evaluated without re- 
ward. A piece of paper was coated with the 
spray and allowed to dry for several days. A 
standard patch test with a piece of this paper, 1 
cm. square, produced itching sufficient for removal 
in two hours. When inspected the next day, there 
was an area of erythroedema outlining the piece 
of testing paper. The firm furnished a sample 
of the active chemical in the spray. 

Possible Cross | Sensitizations.—The idllowihe 
chemicals were patch-tested in 1% concentrations 
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While procedures were under way: 
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CH;- C- CH3 CHa -C-CHa 
l l 
CH3 CH3 
ical structures: left, para-tertiary butyl 


. catechol; right, para-tertiary butyl phenol. 

in petrolatum with exceptions noted: monobenzyl 

'ther of hydroquinone, resorcinol, procainamide 

= hydrochloride, hydroquinone, ephedrine sulfate, 

= pyrogallol, para-tertiary butyl phenol (PTBP), 
rhus extract 0.1%, epinephrine aqueous, Thermo- 
Fax paper (early process), and PTBC. Positive 
tests developed to Thermo-Fax paper, para-ter- 








tiary butyl phenol, and PTBC. The formulas 
x: appear in the Figure. 
A 
3 Comment 
b Fifteen patients have been patch-tested with 
y PTBC 1% in petrolatum without any reactions. 
bey This minimizes any primary irritant role for 


PTBC when tested in this concentration. Matz 
k and Blank?’ investigated a patient sensitive to 
P Thermo-Fax paper by patch-testing PTBC in 
/ strengths of 0.01%, 0.1% and 1%. Reactions de- 
veloped to each concentration. Seemingly, 1% is 
not too strong for routine testing. According to 
the above authors, PTBC has numerous industrial 
applications. It is used in the manufacture of 
rubber, in the production of paint, in the prepara- 











tion of gasoline and pettdlegd: ROUES, P and nd 
the manufacture of plastics. : 
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Correspondence 


PREPARATION OF HEN'S EGG FOR CULTIVATION OF DERMATOPHYTES 


To the Editor:—I have found that the diamond abrasive wheel used for dermabrasion 


= ds an effective instrument for making a hole in the shell of both the raw and boiled hen's 


“a 


egg. It is rapid, produces a round or oval opening without cracking, and leaves the under- 


." lying membrane intact. When enlargement of the opening is desired, it can be accomplished 


ii. 


in the same manner. 
I E. PHiLLIPS, M.D. 
Doctors Building, 4D 
Bristol, Tenn. 


RE: STANDARD NOMENCLATURE 


To The Editor:—The paper, “Dermatological Nomenclature,” by S. W. Becker, which was 
delivered before, and discussed by, an exclusive audience is now (A.M.A. ARCH. DERMAT. 
80:778 [Dec.] 1959) in the realm of general debate. I would like to make some points. 

Assuming that a standardized nomenclature of skin diseases is desirable and feasible, how 
can it be achieved if we do not have a complete dictionary of all dermatologic words, terms, 


. and phrases in current use? It is even necessary for reference to have a record of the terminol- 
= ogy. of the past in such a repository because one never knows if and when the value of a word 
= vanishes completely. There are agents who could produce such a work but there are no 


agencies wise enough or rich enough to support the production of it. Nothing points up the 
absolute desideratum of a specialized dermatologic dictionary as the mistakes and questionable 


— formulations to be found in the body of the article cited and in some of the discussion appended 


to it. From a sympathetic reading of the material, I raise the following issues: 

The title of the article bears the adjective “dermatological,” whereas “dermatologic” ap- 
pears in the text. Is there a difference between “dermatological” and “dermatologic”? If there 
is, what is it? If there is not, why use a word that is 14% longer because its suffix is 
compounded ? 

It is repeatedly urged that “English” be used in place of Latin and Greek. What does 
this mean? What is English? Is Anglo-Saxon the whole of English? In scientific English 
the fraction that derives from Latin and Greek is the most important part at present. Would 
it be possible to eliminate Latin and Greek derivatives and substitute Anglo-Saxon forms? 
Do Anglo-Saxon roots lend themselves as well to word-making as do those of Latin and 
Greek? I imagine if we succeeded in burying these versatile, “dead” tongues that have lived 
on so robustly, in science at least, we would have to stand mute or could but grunt a little. 

What is the literal meaning of "dermatitis"? The ancient Greeks, as far as we know, 
did not have the word. Their word for the human skin was “chroma,” for an animal skin, 
"derma," ie, hide. It must have been later, when anatomical dissection began to be prac- 
ticed I would guess, that "derma" came to be applied to human skin too. The Greeks had 
words like “arthritis,” “nephritis,” "pleuritis," and "rhachitis" as adjectives ("of the joints,” 
“of the kidneys,” “of the pleura,” and “of the spine"), which were feminine in gender and 
were used to qualify the substantive “nosos” ("disease") or some other word that needed 
such qualification. They had already begun to use these adjectives as substantives with 
“nosos” understood, and then the words were taken over in modern medical Latin purely 
as substantives to designate affections of the respective parts (specifically inflammations 
thereof). Words like “dermatitis,” “gastritis,” etc, were created by analogy. Of course 
nothing of this sort appears, or needed to appear, in Becker's paper. Is it important, how- 
ever, to be aware of these thing?? It is critically important if there is going to be a mean- 
ingful nomenclature in historical continuity and a rational standardization for modern purposes. 
Otherwise semantics becomes arbitrary and communication erratic. 

I note “berlock” in one of Becker's tables, in textbooks, and in other articles. Whence 
comes “berlock”? It appears in no dictionary, but if we were going to have a dermatologic 
dictionary, it would now have to be listed as an Anglicized error upon two French words 
of uncertain etymology. If one looks in a moderately definitive French dictionary one finds 
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"berloque, see breloque" and then under “breloque,” “a pendant (etym. dub.)." What al 








all this — 
comes to is that "berlock" (and "berlocque" which is another error seen in print), need- |. 
lessly complicates what is already complicated enough. And, if it is necessary to underscori E. 
the point about need of a dermatologic dictionary where things could be quickly looked up, * | 
just the other day a colleague who is otherwise knowledgeable told me that he thought  — 
"berloque" was a man's name and that the dermatosis was properly named “Berloque’s _ 7 
dermatitis." Eponyms can be pretty. Ne 

Is "dermatides" in Becker's writing a slip of the hand or a typographical error? Or are. d 
we soon to have to contend with it as a corruption of "dermatitides"? Well, language grows, ^ ; v. 
to be sure, and purists may groan. It is not a question of halting desirable evolution in lan- a 
guage. What we don’t need, however, is linguistic anarchy. (o 


And then there is "-oma" which is now used in medical neologisms to mean "tumor." IM 
So Becker would have "epidermoma" following Dorland's Medical Dictionary. Is it im- Sa 
portant to know that “-oma” is not an ancient Greek suffix and that the true suffix is “-ma” 
(meaning the result of an action) as in “derma” (the result of the action of flaying [an 
animal])? The “o” of “-oma” belongs to the stem of some words formed on consistent 
principles, and many of them do not denote tumor formation, e.g. “trachoma” (the result 
of the action of roughening) and "diploma" (the result of the action of folding in two). 
On the other hand, several words ending in “-ma” have some letter other than “o” pre- 
ceding it and still suggest tumor formation, e.g., "rhinophyma." Is this not interesting to 
know? Again, it is not a question of dropping “-oma.” It is here to stay. But should there 
not be a place where its odd development is recorded? 


In Ronchese's discussion to Becker it is also urged that “whenever possible, English should - is 
be used in place of Latin and Greek.” He thinks “The English language is spoken today ——— 
by ... a large majority of the world's population. . . ." How can that be? The world's  - 
population is pushing 3,000,000,000 and it is doubtful if 250,000,000 can read English wel, .c 
let alone speak it. And of those who can read it, when it is not the mother tongue, most E 
can do so probably because the greater part of English, especially technical English, is 
Latin and Greek, not Anglo-Saxon. Ronchese would even have us discard our little bit of 
picturesque French and German. How can we if he equates "d'emblée" with "primary" 
when "d'emblée" means “at once, at the first onset, there and then, right away" (The Con- 1" 
cise Oxford French Dictionary)? “Syphilis d'emblée" is not primary syphilis and “mycosis — 
fungoides d'emblée" does not designate anything primary about mycosis fungoides. The  - 
term, "d'emblée," is a useful one with no simple English equivalént when one wants to con- 
vey the phenomenon of sudden appearance of something which one ordinarily expects to appear 


slowly. All that is necessary to its usefulness is to know its meaning (which is a feat 
of memory). 


In brief, communication of fact, concept, theory, hypothesis, idea, etc., (which is said to > 
distinguish Homo sapiens from lower forms) is not easy. The reason that our dermatologic 
language invites disrespect and derision may be not that it is a jargon but that it is such badly 
used jargon. There is no substitute for painfully acquired scholarship. Not yet... . 

Morris Lemmer, M.D. 

New York University Post-Graduate Medical School 
Department of Dermatology and Syphilology 

550 First Avenue 

New York 16 












014 (MORIA, WITZELSUCHT) 


To the Editor:—The “A.M.A. Standard Nomenclature of Diseases and Operations,” 
Fourth Edition, is widely used in record systems and for teaching. Its use deserves con- 
tinued support. The burden of the medical student is lightened by a standard nomenclature. 
When every physician engaged in teaching makes exclusiv® use of these terms, momentum 
will be given to amplification and revision of the present system and to perfection of a 
generally acceptable nomenclature. 


Perfection may never be possible because terminology grows like the body of Common 
Law. It will only be when we consistently use what we have, that further useful improve- 
ment can be made. The present system must not be allowed to fall into 71-713 (DISUSE), 
and everyone must familiarize himself with the terminology. 
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ARCHIVES OF DERMATOLOGY 


Your help is asked in a certain matter. Although there may be 000-X7Y (OTHER) 
problems with the nomenclature, a 830.0 (SINGLE) term stands out as particularly in- 
scrutable. That is 014 (MORIA, WITZELSUCHT). An empty section of our records 
system awaits with 000-X01 (ANXIETY) a suitable entry under this heading and 087 
(FEARS MIXED) with 0X2 (PAIN GENERAL) are beginning to be felt that the 
section will remain empty unless ofe of your readers can put us X33X161 (RIGHT). 


461 (MURMURS OF UNKNOWN ORIGIN) have been heard here in some quarters 
that this gap should be filled by 054 (STEALING) from other sections. They are sus- 
pected of 047 (MENDACITY PATHOLOGIC). It is felt that such action would 790-699 
(COMPOUND) an error and only X29-01X2 (OBLIQUELY) overcome the X29-01X1 
(UNDERLYING) problem. To be 790-677 (FRANK), 0X4 (CHILLY SENSATIONS) 
if not 0X8 (SHOCK) and 0X9 (COLLAPSE), 760 (GENERALLY OR IN COMBI- 
NATION), have greeted this suggestion which is a 760-678 (COMPLETE) and indefensi- 
ble 000-X62 (DYSSOCIAL REACTION). But, what to do with 014 (MORIA)? 


It should be more generally known that the Standard Nomenclature, if interpreted in a 
certain light, reads like a novel and is an invaluable bed-side book. The more morbid chap- 
ters are 790-862 (COMBINED) or interspersed with cheerful and encouraging remarks 
such as Y00-008 (HEALTHY PERSON ACCOMPANYING SICK RELATIVE) and 
795-4 (DIED WITHOUT SIGN OF DISEASE). It is possible that the latter followed Y00- 
Y02 (EXAMINATION NONE). 


A regrettable incident 7X2-Y02 (DISCHARGED BEFORE DELIVERY) may sug- 
gest a certain light-hearted lack of circumspection by some attending obstetrician. No one 
else could approach for terse simplicity the clinical description Y00-006 (PREGNANT, 
NOT). 

The terms 595 (WITH EXCITATION OF MOTOR MANIFESTATIONS COM- 
PENSATED), 596 (WITH DEPRESSION OF MOTOR MANIFESTATIONS COM- 
PENSATED), and 597 (WITH MOTOR EXCITATION UNCOMPENSATED) take 
good care of those distressing situations. There is perhaps a lack of feeling shown in the 
book for some poor fellow who is both depressed and also uncompensated and yet is re- 
warded with no number. 


Some 000-X7Y (OTHER) interesting passages could be cited but only at the risk of 
criticism for 973 (PALILALIA). 


It is to be hoped that readers in other centers will 790-862 (COMBINE) to solve our 
problem and that this communication will result in a widespread 924 (SYNESTHESIA, 
SIMULTANEOUS FEELING OF STIMULATION IN UNSTIMULATED AREAS). 

Joun C. MırcHueLL, M.D. 
Suite 1029, 736 Granville St. 
Vancouver 2, B.C., Canada 


U. R. (NUTS).—Editor 


REPLY TO DR. LEIDER'S LETTER ON STANDARD NOMENCLATURE 


To the Editor:—Dr. Morris Leider’s interest in my contribution “Dermatological Nomen- 
clature” is greatly appreciated. I, too, believe that a dermatologic dictionary would constitute a 
valuable addition to our armamentarium. 


The shortening of “dermatological” to dermatologic” is a trend, salutary in my opinion, 
which has been gaining strength during the past 20 years. It probably reflects the American 
tendency to shorten words. 


The study and use of English are gaining ground the world over, while the opposite can 
be said of Latin and Greek. “Berlock” is anglicized “Berloque,” which denotes photodermatitis 
and more especially photomelanosis at a site where sensitizing fluid, such as eau de cologne, 
has run down to form a pseudop@ndant. "Dermatides" was a typographical error for “derma- 
titides.” 

The suffix “oma” is explained in Dorland’s Illustrated Medical Dictionary as perhaps adapted 
from “onkoma,” a swelling. It is defined in Merriam-Webster’s New International Dictionary 
as indicating a “morbid affection of some part, usually some kind of tumor.” Dr. Leider’s re- 
marks concerning “oma” touch on an important problem, namely: should we be content to ex- 
plain the Greek and Latin endings by referring to accepted usage as I have done, or should 
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B | — lished article If it is designed for pragmatic purposes my approach, I believe, is justified. - E 

M i However, if it is a matter of a comprehensive scholarly presentation—as Dr, Leider's projected — — 
uo dictionary would certainly be—his approach is correct. P 
"nn I hope that Dr. Leider continues his interest in dermatologic nomenclature. 

E S. WiLLIAM Becker, M.D. - 
Mn Veterans Administration Hospital E 
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Obituaries 


RUBEN NOMLAND, M.D. 
1899-1960 


Ruben Nomland died in Iowa City on April 13, 1960. His death was a pro- 
found loss to medical education, to the medical profession, and to humanity. 

Dr. Nomland was born in Buxton, North Dakota, on March 8, 1899. He 
received his bachelor's degree from the University of North Dakota in 1922 and 
his doctorate in medicine from Rush Medical College in 1925. He interned at 
Cook County Hospital and was a fellow at the Mayo Clinic and at Rush, becoming 
an instructor at the latter school. He came to Iowa City in 1936 as Professor and 
Head of the Department of Dermatology and Syphilology at the University of 
Iowa, the position he held at the time of his death. 





RUBEN NOMLAND, M.D. 
1899-1960 


Dr. Nomland was not a man to devote his attention to one small area of 


medicine. As his writings indicate, his interests were wide and varied, and ex- 
tended beyond the specialty of dermatology. He never authored a paper which 
was not an important contribution to medical knowledge, and he continued to write 
throughout his life whenever he had something of value to say. He contributed 
to our knowledge of pseudoxanthoma elasticum, nevoxanthoendothelioma, senile 
sebaceous adenoma, cholinergic itching and cholinergic urticaria, basal-cell nevi, 
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aligat papulosis, and many other subjects. He also wrote an excellent text for 

= the teaching of dermatology to medical students. 

— . — Dr. Nomland was a teacher of outstanding ability at both the undergraduate 
= and graduate levels. He was able to instill the essence of dermatologic diagnosis 
and treatment into the medical student to a remarkable degree. In training derma- 
tologists his emphasis was on solid, honest diagnosis and practical therapy, and 

the dermatologists he trained have been notably excellent in the care of the sick. 
Yet a third of his men have continued in full-time or part-time teaching and 
research. à 

Dr. Nomland was a kindly man, deeply beloved by those associated with him, 
He hated personal controversy, yet when goaded deeply enough by ostentati ion, 
dishonesty, incompetence, or vacuous and specious argumentation he posses : wd j 
the ability to expose the sham with a minimum of perfectly chosen words. His 

K death is a heavy loss, a loss to his patients of a kind and able physician, a pu di 

the world of a brilliant inquiring mind, and a loss to his associates of a belov d i | 
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person. ar. 
Ruben Nomland, physician, scientist, teacher, and friend, will live on in our 
memories. 


Ropert G. Carney, M.D., and — 
CHRISTIAN E. RapcrirrFE, M.D., 
Iowa City 
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HAMNETT A. DIXON, M.B., M.D., F.R.C.P.(C) 
1894-1960 


Born in Ottawa in 1894, he graduated in medicine, University of Toronto, in 
1916, being admitted to A.O.A. honorary medical fraternity during his under- 
graduate days. After graduation, he immediately joined the Canadian Army 
Medical Corps and was posted to No. 4 Cdn. General Hospital in Salonika, Greece, 
and later to Basingstoke, England. It was in No. 4 Hospital that he first became 
interested in diseases of the skin, and after the war he remained in London, 
England, to do postgraduate work in dermatology. 


On his return to Toronto in 1920, he was appointed to the University Staff 
in Medicine and to the Staffs of the Toronto General Hospital and the Hospital 
for Sick Children. Dr. Dixon remained on the staff of the Hospital for Sick 
Children until 1950 and rendered loyal and valuable services in the outpatient 
clinic and ward work in the teaching of undergraduate and graduate students. He 
was in charge of dermatology for 26 years. 


. In 1950 he succeeded the late Dr. E. J. Trow as Associate Professor of Medi- 
cine in charge of Dermatology, University of Toronto, and Physician in charge 


ment from University work in 1954, when he became emeritus associate professor. | 


é SET. f, A 
of Dermatology, Toronto General Hospital, and held these posts until his retire- paw i 
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He was an inspiring teacher and the undergraduate students enjoyed and — 


benefited greatly from his teaching. He was a keen clinical dermatologist and was 
an inspiration to the younger men who served under him. 


He had an engaging and charming personality and his friends were legion, 
many of them from the days of World War I. He was passionately fond of his 
chosen specialty and worked in his office until the day before his untimely death 
from coronary thrombosis on March the 7th, 1960, in Sunnybrook Hospital, 
Department of Veterans’ Affairs, Toronto. 


In 1930 he was awarded the F.R.C.P. (C) degree and in 1937 was elected to 


membership in the American Dermatological Association. He served as President 


of the British Association of Dermatology and Syphilology, Canadian Branch, in 


. 1936 and as chairman of the Section on Dermatology of the Toronto Academy 


of Medicine in 1948. He was Canadian President of the Section of Dermatology 
of the combined Canadian Medical Association-British Medical Association meet- 
ing in Edinburgh, 1959. He was a member of the York Club, the Toronto Hunt, 
and the York Downs Golf Club. 

Dr. Dixon is mourned by his many friends, by his widow (formerly Dorothy 
Crossland), his only daughter, Mrs. Hugh Rowan, and by his two brothers. 


Norman M. Wrong, M.D. 
Toronto, Canada. 


174/282 





MICHAEL HIGGINS EBERT, M.D. 
1885-1960 


Michael Higgins Ebert succumbed in his sleep to a two-year series of heart 
attacks on March 12, 1960, while vacationing in Florida, an area dear to his heart 
in recent years, where he had spent many a happy and healthful holiday with his 
children and grandchildren. Services were held in the Unitarian Church in Little 
Rock, Ark. The most recent letter from Mike. written shortly before his death, 
clearly indicated that he fully appreciated the inevitable outcome of his plight and 
the fact that it could happen at any time, a tragic fact too well realized by his 


relatives and close friends. 





MICHAEL HIGGINS EBERT, M.D. 
1885-1960 


Dr. Ebert was born in Henderson, Minn., June 4, 1885. He received his B.A. 
degree from the University of Minnesota in 1904. following which he taught 
mathematics and physics in schools in Minnesota and South Dakota for nine 


175/283 








«i » , = A 
PATI PV SA SIETO rI CANI 3 
=) A X: ^e roe r M í ds É p 
xt ET. EA Outs ^ 1 A Ix AS E [^ 
( * "4 33 





A , 


US wy 


years. He was a school principal when he married Lillian Gilbertsen, a charming 
and wonderful wife and mother, who predeceased him by a little more than seven 
years. 

Intent upon being a physician and surgeon, Dr. Ebert returned to the Uni- 
versity of Minnesota in 1913 for his first two years of medical school and then 
transferred to Rush Medical College where he graduated with the degree of 
Doctor of Medicine in 1917. He then went into general practice in Webster, 5.D., 
returning to Rush Medical College for postgraduate training in dermatology and 


= syphilology in 1922. His services at the College were exceptional, a brilliant 


student with a decidedly investigative type of mind, an excellent teacher, and a 
charming personality, all in one person, a rare combination of attributes. He was 


invited into Dr. Ormsby's office in 1924, where he remained until Dr. Ormsby's 
forced retirement. At that time he came into our office, free to go and come as 
he pleased, and a more pleasant association for all concerned seems impossible 


to imagine. Though reserved, he invariably radiated genuine friendliness. He 


"was loved and deeply admired by his associates, patients, and friends, and was 


held in highest esteem by his dermatological and other professional colleagues. 
I have no evidence that, after 40‘years’ association with Mike, he had a single 
enemy in the world. Although he had the courage of his convictions and would 
stand up for what he believed to be the truth, I have never known him to be angry 
at anyone. 

Dr. Ebert was of impressive appearance, a true gentleman in every sense of 
the word, a profound student of human nature, and an individual with an excep- 
tionally fine sense of humor. He was basically a scientist, a fact well illustrated 
in his valuable publications, all of which, without exception, were scientifically 
of the highest quality. Among other things, he possessed an excellent knowledge 
of dermatohistopathology. 

He was Clinical Professor ( Rush) of Dermatology of the University of Illinois 
College of Medicine. Besides his many years of teaching at Rush Medical College 
and the University of Illinois College of Medicine, inclusive of the Central Free 
Dispensary and as attending dermatologist at the Cook County Hospital, he was 
Chairman of the Department of Dermatology at the Presbyterian Hospital of the 


City of Chicago, and the recipient of many honors, among them Director of the - 


American Dermatological Association and President of the American Academy 
of Dermatology and Syphilology and of the Chicago Dermatological Society. His 
case presentations and discussions at the latter were always highly valued by his 
contemporaries and the younger dermatologists alike. He was a Charter Diplomate 
of the American Board of Dermatology and Syphilology, having been certified 
in 1935. 

Realizing that with age individuals tend to slow up mentally and determined 
that he would not allow that to happen to himself, he spent a great deal of his 
spare time working out problems in calculus and other branches of higher mathe- 
matics, his other chief pastime being listening by the hour to classical Hi-Fi 
recordings. To the end he never showed signs of mental deterioration. 

Dr. Ebert was a family man, an ideal husband and father. He is survived 
by two sons, both stars in their own right, Dr. Richard V. Ebert, Professor and 
Head of the Department of Medicine at the University of Arkansas, Little Rock, 
and Dr, Robert H. Ebert, Professor and Head of the Department of Medicine 
at Western Reserve University, Cleveland, by their wives, Shirley and Emily, 
respectively, and by six grandchildren. 
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E. Rush '18 
RS Eulogy of Michael H. Ebert 


Our sages speak of man as a musical instrument which when touched by the — 
hand of divinity brings forth sweet melody. There comes a time when the instru- 
ment crumbles to dust, but its divinely inspired song endures. | A S 
_ . This image is peculiarly appropriate to the late Michael H. Ebert. The aura 
=~ that he cast of sweetness, grace, and humility still lingers affectingly over his E 
. memory. His erudition, his remarkable intellectual curiosity, his acute perceptive- — . 
. ness did not, as it were, obscure or overshadow the more generous facets of his — — 
personality. And so in memory he retains for me the image of the many-sided 
and vivid person he was. His reason lent cogency to his perceptions and observa- y 
tions. He wrote with deceptive simplicity. Behind his simple lucid language lay 120 
years of concentrated scholarship. He was respected and loved, respected as atu 
scholar and clinician, and loved as a friend—a warm and radiant personality with ——— 
a quick sense of humor, an outgoing personality, an unfailing cheerfulness, 21: 
gentle sympathy, and an unswerving loyalty to the discipline of dermatology. 
This is my impression of Michael Ebert as I observed and listened to his words 
at our meetings. May his soul rest in peace. 

5. J. ZAKON, M.D., 
Historian of the American Academy 
of Dermatology and Syphilology 
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The New, Newer, and Newest 


; Your ArcHives for May arrived late because of “production problems," a term used by 
industry much as physicians use "laboratory error." 


Among the many things brought out and discussed at the Second Institute of Clinical 
Teaching Association of American Medical Colleges, Chicago, last October were: 

—For the past twenty years there has been no basic change in medical student goals. 
Approximately 9% of students intend a career in academic medicine, whereas 91% intend to 
practice medicine. (Yet an influential group of teachers insists that undergraduate students 
should be taught only principles of medicine, not facts.) 

—'[here are two current needs in medicine. One is for an adequate number of practi- 
tioners to care for the public. The second is for scientists to develop the Science of Medi- 
cine that is in its infancy at present. 


This brings to mind Paul O'Leary's long-time-ago suggestion that only two years of 
training be required for certification for those intending to practice dermatology, and five 
years for those who aspire to teach dermatology. And how come that in most other en- 
deavors, Boards are headed by Chairmen, but the Medical Boards all have Presidents ? 


The Accent Is on Youth 

—At Atlantic City while attending a meeting of Chief Editors of A.M.A. publications, 
there were also crowds of Young Turks and some Old Turks attending their own meetings. 
I do not belong to either group which should give you some idea of my age. The Young 
Turks afforded a stimulating sight. They were obviously eager, intense, curious, tireless, 
and serious. 

—After Atlantic City to the meeting of the New York Academy of Dermatology in 
New York City. For the first time, I believe, the case presentations were made on closed- 
circuit television, something in the nature of a trial run for meetings with very large at- 
tendance. The result was somewhat less than successful, due perhaps to a combination of 
factors, many of which will undoubtedly be corrected. Flat lesions failed to show well; 
raised lesions such as plaques of psoriasis were recognizable. There was no rehearsal so 
that the presenters switched from face to foot faster than the cameras; the backgrounds 
with their medicine cabinets, equipment, etc., were distracting; unlike professional announcers 
and TV salesmen, the presenters, all of them Residents in training, did not have the benefit 
of idiot cards before them. Yet despite these drawbacks they did remarkably well. 


—The Fred Wise cash awards established by Herman Goodman for the best presentation 
of the evening by a trainee went to Dr. Bernard Gordon, New York University, Erythroplasia 
of Queyrat, and to the much more photogenic Dr. Ruth Triedman, Columbia Presbyterian, 
Congenital Dysplastic Angiopathy. 

—The annual award of the Detroit Dermatological Society was won by Dr. Yataka 
Mishima, Wayne University, for his paper on Precancerous Melanosis of Dubreuil. 

—The Chicago Dermatological Society this year awarded three cash awards: First prize 
to Dr. Kenneth M. Halpern, University of Chicago, Pathways in Perfused Dog Skin; 
second prize to Dr. Junji Hasegawa, Northwestern University, Exopeptidases in Cutaneous 
Cancer; third prize to Dr. Yelva Lynfield, University of Chicago, Effects of Pregnancy on 
Human Hair Cycle (of the mother, of course!). 

—The American Dermatological Association first prize award this year was won by 
Dr. V. J. McGovern of Australja (youthful, but not a youth) for his paper on Mechanism 
of Photosensitivity. Henceforth, the A.D.A. will award only first and second prizes, the 
papers to become the property of the Association to be submitted to this ARCHIves for pub- 
lication. The papers must reach the secretary, Dr. Wiley Sams, 25 East Southeast Second 
Avenue, Miami, Fla., by October first. 

—At the next meeting of the Academy there will be a forum by and for trainees in 
dermatology only. 
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On Rostrums, Meetings, New Officers, and So Forth : 
—William J. Morginson, Salt Lake City, in Honduras, July 1, on Newer Corticosteroids — 
and Lupus Erythematosus. Us 


—Aldo Castellani, Lisbon, Portugal, was elected President of the newly organized Inter- — 


national Society for Tropical Dermatology. The Vice Presidents are Harry Arnold, Jr., 
Honolulu; Robert Degos, Paris, France; Fernando Latapi, Mexico City; A. Salazar Leite, 


Lisbon, Portugal; Alfred Marchionini, Munich; Joao Ramos e Silva, Rio de Janeiro. 
Fredrick Reiss of New York is the Secretary, J. Loury Miller the Treasurer, and some - 
sixteen others are on the Board of Directors. The organization plans to publish a journal 

—At the U.C.L.A. Graduate Course for Dermatologists, July 27th, Werner Jadassohn, _ 


ie 
or 
d 


Geneva, and J. Lamar Callaway, Duke University, were the guest lecturers. 





ie 


—Louie Winer, who participated in the above course, also lectured on Granulomas on 


February 22nd, at the Dermal Pathology Conference sponsored by Temple University — 


Skin and Cancer Division. 


4 


—Allan Lorincz, University of Chicago, addressed the Minnesota Dermatological Society at 


April 22nd on “Antibody Formation, Eczematous Allergy, and Homograft Problem.” 


—The Section on Dermatology, Illinois State Medical Society, was addressed May 26th - 


by J. M. McCuskey, Peoria, Skin Cancer; Clarence Livingood, Detroit, Griseofulvin. Par- 
ticipating in a symposium on Diseases among Farmers of Illinois were Hans Buley, 
Champaign, Climatic Dermatoses; D. Maksic, V.M.D., University of Illinois, Animal-to- 
Man Dermatoses; George Dickison, Peoria, Cutaneous Infections; Malcolm Spencer, Dan- 
ville, Occupational Diseases. In addition, there was a round-table panel on Bacterial Infections 
of the Skin conducted by Marcus Caro in which Rothman and Livingood participated along 
with a surgeon and a Professor of Medicine who strongly recommended that ammoniated 
mercury ointment be used for the treatment of superficial infections. 


—Six physicians participated in the symposium on Carcinoma of the Skin, University of | 


Oklahoma, May 26th, not one of them a dermatologist ! 

—A new bimonthly journal, Italian General Review of Dermatology, contains mainly 
summaries in English and French of articles published in Italian Dermatologic Journals. The 
Editor is E. G. Scolari, Professor of Dermatologv at the University of Florence. The first 
three issues were excellent. 





Complaint Department 
Morris Leider, New York, ever the precisionist, has seen it spelled Berloq’s dermatitis, 
berloque, berlocque, berlock, Berloque, and Berloq—really a burly-que, isn’t it? 


Hugo Hecht, Cleveland, pleads for the formation of a League to Protect the Latin Lan- - 


guage against Cruelty Committed by Dermatologists. In a single issue of the usually fault- 


less AncHivEs, he noted Keratoma Disseminatum Palmaris et Plantaris (should have been . 
Palmare et Plantare, since Keratoma was used instead of Keratosis), Keratoderma Blenor- 


rhagica, instead of Blenorrhagicum, and Mucinosus instead of Mucus. Would an anglicized 
terminology cause less agitation? 


How about forming a league to protect dermatology? There is an Association of Pro- — 
fessors of Medicine that concerns itself chiefly with the problems of teaching (and they | 


exert much influence in most schools). Wouldn't a similar association of heads of the 
departments of dermatology serve a useful purpose? 





Momentous Items 
Because poison ivy dermatitis is sometimes acquired venereally, also monilial infections 
and trichomonad, it has been suggested that they be added to the Big Five of V.D. fame. 
H.R. 
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OA woman, aged 39, is presented from the Massa- 
k chu setts General Hospital with an asymptomatic 
ruption on the anterior aspect of both legs which 
OMEN following the birth of her third child 
se en years ago. Two years ago she consulted 
a dermatologist who found normal glucose tol- 
JA erance, and a biopsy was performed. 

© There are many circular plaques on both legs, 
‘some of which are discrete and others have 
‘coalesced. Earlier lesions have a reddish-brown 
color with a sharp margin composed of small 
‘papules. Older lesions show a yellowish dis- 
co oration with epidermal atrophy. 

— Laboratory Findings.—A complete blood count, 
fasting blood sugar level, total serum proteins, 
. the albumin-globulin ratio were all normal. 
Uri alysis was normal and the Hinton reaction 
was negative. 

E Dosy showed ill-defined areas of collagen de- 
eneration associated with a mild inflammatory 
nfil rate of lymphocytes and histiocytes. Nu- 


E. erous giant cells were also present in the dermis. 


II 

i Complaint—Arthralgia and swelling of hands 
and periorbital tissues were noted for the past 
four months. 

2 E —The patient is said to have first noted 
swelling of the third finger of the left hand 10 
mc onths ago, when he found it difficult to remove 
his ring. He was otherwise in good health until 
‘four months ago, when he noted the onset of 
Í ar ralgia of the elbows, knees, and hands, to- 
‘gether with swelling of the hands and periorbital 


3 * The full discussion will appear next month. 


$ e 


BRONX DERMATOLOGICAL SOCIETY 
E/ 


Pulus H. Pollock, M.D., President 
Henry Silver, M.D., Secretary 
= Morris Leider, M.D., Editor 


— Jan. 21, 1960 


- Diagnosis: Bowen's Disease of the Penis: 
= Response to Grenz Ray Therapy. Presented 
i by Dr. EAnLE W. Braver and Dr. S. Frien (by 
invitation). 
A Negro man, aged 73, was first seen as a 
clinic patient in December, 1949, at which time he 





p. Submitted for publication March 10, 1960. 
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areas. Thereafter, the swelling progressed to in- 
volve the forehead, nose, cheeks, and evebrows. He 
was admitted to the Presbyterian Hospital (Dec. 
28, 1959) because of a one-week history of daily 
febrile episodes associated with chills, malaise, 
and prostration. There was also history of a 
30-pound weight loss over a nine-month period. 

Examination—The skin of the involved regions 
was warm, thickened, and edematous. Examination 
of the abdomen revealed a liver edge palpable 
4 cm. below the right costal margin and a spleen 
felt 4 cm. below the left costal margin. Neuro- 
logical examination suggested diminished sensa- 
tion on the lateral surfaces of the lower legs. 
Decreased motion and loss of grip were in evi- 
dence in evaluation of hand function. 

Laboratory Findings.—Data included a positive 
VDRL, positive Kolmer, but negative TPI test. 
The ESR was 80 mm. Lupus erythematosus cell 
preparations were negative. The latex fixation 
test was negative. The ASL titer was 50, Chest 
films were within normal limits, except for slight 
dulling of the left costal angle. The hemogram 
showed a shift to the left but was otherwise 
normal. Initial urinalysis exhibited a specific 
gravity of 1.016, albuminuria of 2+, and 5-9 
WBC per high-power field. Liver function tests 
showed a serum alkaline phosphatase of 17 which 
rose to 50 and fell to 20. Cephalin flocculation 
and thymol turbidity were 2+ and 3+, BSP 
retention was 5% in 30 minutes, total protein was 
7.3 gm. %. Numerous cultures of the urine, blood, 
nose, and throat yielded no pathogens. Cold, 
heterophil, and enteric agglutinations showed no 
rise in titer. Repeated stools for ova and para- 
sites were normal. 

Biopsy.—Muscle biopsy exhibited a nonspecific 
perivasculitis. 


presented an ulcerated and indurated lesion on the 
penis of 8 months' duration. A biopsy specimen at 
that time showed no evidence of a malignancy. 
In April, 1957, a second biopsy specimen was 
read as  "psoriasiform dermatitis.” Darkfield 
studies on the penile lesion were consistently 
negative, as were the serologic tests for syphilis. 





" 


$ 


| 


Ir "AP. Search for Donovan bodies was fruitless. The 

e Frei skin test was positive. 

The lesion failed to respond to various topical 

i medicaments in addition to local and systemic anti- 

: biotic agents of every type. 

In May, 1958, a review of the previous biopsy 

=  . specimens revealed evidence of  intraepidermal 

2 epithelioma. 

E Between June 5 and July 3, 1958, the patient 

P received 6,500 r (500 r X13) of grenz radiation 
with a HVL of 304 of Al. 


| The mass resolved progressively except for a 
| superficial area on the ventral surface. Ten 
E months later a suspicious, elevated area appeared 
^ and another biopsy was performed on March 17, 
1959. The biopsy report was as follows: “There 
is change in the rete nuclei, i.e., occasional mitoses, 
| some variations in size as well as superficial 
E vacuolization. Not a typical Bowen's. Possibility 
| of a grenz ray effect cannot be eliminated." It 
was the impression of some observers that this 
was a possible recurrence and another course of 
grenz radiation was given. The patient received 
5,000 r from April 2 through April 23, 1959, 
with a HVL of 30u of Al. Further improvement 
took place. However, in December, 1959, another 
erosion was seen and a biopsy specimen at that 
time was reported as “suggestive of Bowen's 
disease." 


Discussion 


Dr. ALEXANDER A. FisHER: The treatment fail- 
ure in this case may be related to the spatial con- 
figuration of the lesion. It is impossible for grenz 
rays to bend around corners. 


Dr. FRANcES PAsSCHER: I feel that a diagnosis 

of radiodermatitis can be excluded, since the histo- 

E logic features of the specimen taken postirradiation 

were the same as those seen initially. Nevertheless, 

k I should hesitate to add any form of ionizing 

radiation to what has already been administered. 

Were it not for the vascularity of the area, one 

could consider surgical curettage and electrodesic- 

cation under novocaine anesthesia which as a rule 

is adequate for lesions of this type on other parts 

of the body. There is a danger in temporarizing 

F since one is dealing with a potentially invasive 

lesion that can metastasize. I, therefore, would be 

inclined to accept Dr. Arthur Hyman’s suggestion 

made the other night at the New York Skin and 

Cancer Staff Conference, namely, to ablate the 
affected area. 


(m N 


Dr. HELEN O. CurtH: I suppose you were as 
impressed as I was by Graham and Helwig’s re- 
port (James H. Graham and Elson B. Helwig: 
l Bowen’s Disease and Its Relationship to Systemic 
l Cancer, A.M.A. ArcH. Dermat. 80:133-159 
[August] 1959) on the prognostic significance of 
Bowen’s disease. The patient tonight should cer- 
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tainly be followed for an internal cancer | 


many years. I had difficulties, however, in Andie ng 
in Graham and Helwig’s report accounts of th 
association of Bowen’s disease with an “indepen- 
dent” internal cancer since the authors group 
gether cases of single or multiple Bowen’s diseas se, 
of Bowen's disease associated with other malignant 
cutaneous processes, and of Bowen's disease i 
vaded by squamous-cell cancer. The authors fin la 
high correlation between the association of interne 
malignant lesions in patients suffering TO 
Bowens disease with those suffering from 
another cutaneous malignant lesion, such as a 
keratosis. In patients with Bowen’s disease | 
association with internal malignant lesions is — 
high as 80%. A high grade of cancer proa tb n 
all body systems and germ layers is evident im 1 
patients suffering from Bowen’s disease. Th 
authors deal with patients of whom 6596 " 
between 50 and 69 years of age. The patient t 
night is over 70 years old. S 

Dr. Perry M. Sacus: This is not an E 
site for Bowen's disease. I do not sro hat 
Bowen’s disease infiltrates as a prickle-cell e 
lioma, but infiltrates as Bowen’s disease with t 
same cytology, and presents the picture of 
Bowen’s tumor. While acantholysis is a feature & 
Bowen's, it is not in prickle-cell epithelioma. - E 

Dr. EaAnLE W. Brauer: Bowen’s disease el: 
where on the body has responded well in the p 1 
in numerous instances to grenz radiation or th or i- 
um X. Grenz radiation was utilized in this patien 
since it seemed easier to apply than the othe 
radioactive material. The radiation was adm ini 
tered on each occasion in at least three differen 
exposures in order to include the entire lesion i 
In my opinion 11,500 r of grenz radiation shot uld 
be more than adequate in eradicating Bowen's 
disease. I do not feel that increasing this dose 
would have changed the end result. I believe we 
have failed with this patient because the radiatii n 
was unable to get to areas involved with the epithe 
lioma im situ. It may be that the meatal mucos: 
of this penis is also affected with the neoplast 
process. If so, grenz radiation tenfold that wh ch 
was administered would still not have eradicated 
the tumor. It is possible that the meatus re ains 
process which then creeps onto the glans. ^j 
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Diagnosis: Multiple Infected Sebaceous Cysts 
of Scalp. Treatment by  Marsupialization. 
p- 


Presented by Dn. InviNG D. EHRENFELD. E. 


A 32-year-old Negro has had recurrent infected - 
cysts of the scalp, nape of neck, and axillae over - 
the past 10 vears. Previous treatment has con- | 
sisted of incisions, antibiotics, excisions, a 
sclerosing solutions injected into the lesions. Many _ 
areas on the neck formed keloids, some of which a 
were removed surgically. | 
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.. For the past two years new infections have been 
E: controlled to a large extent by antibiotics orally, 
_ staphylococcus toxoid injections, and occasional 
4 drainage or injection of cysts with a sclerosing 
agent. 

E . One persistent multiloculated cyst on the vertex, 
S which had not responded, was treated in January, 
1959, by injection with procaine solution for 
Biiuashesia and by marsupialization, The roof of the 
lesion was completely removed and a saucer-like 
E: ‘wound was produced. Healing resulted in virtually 
| no scar and no alopecia at the area. 

p. The patient is presented tonight to show the 
E. type of procedure employed. Yesterday another 
a - large persistent and resistant cyst was treated by 
4 removing the entire roof with a scissors under local 
a anesthesia. 


m, 


~~ 


Discussion 


"DR 


ED Irme D. EHRENFELD: This patient was 
- presented to show how large an area of skin is re- 
f pud in marsupializing a cyst of the scalp such 
as this. Previous reference to this procedure was 
E ade at a recent meeting of the Bronx Derma- 
- tological Society, When Dr. Max Wolf presented 
^a case of perifolliculitis capitis abcedens et suffo- 
" liens, I suggested this technique as having been of 
' . value. in a case of my own. 
i. In unroofing this cyst, a lip-shaped elliptical 
piece of skin about 114 inch long and 34 inch 
— "wide and about 14 inch in thickness was removed, 
. leaving only the floor of the cyst, without any 
" | undercut at the sides. No electrocoagulation is used 
(a id bleeding is controlled by direct pressure. 
i Dr. Max Worr: I do not think that in this 
. case ‘we are dealing with multiple infected seba- 
ceous cysts of the scalp. These abscesses present 
E mn municating channels and discharging sinuses 
and are characteristic for perifolliculitis abscedens 
a 1 suffodiens (dissecting cellulitis of the scalp). 
at "urthermore the patient presents the manifestations 
_ of dermatitis papillaris capillitii and hydradenitis 
E. xilaris, which may be interpreted as variants 
E of the same pathologic process. I agree with Dr. 
E Ehrenfeld that only surgical procedures, like 
. ma rsupialization, succeed in curing abscesses of the 
" sc dn of this type. 
Franz HERRMANN : Did these cysts actually 
n sebum? In view of the pronounced hydra- 
denitis axillaris and of the absence of any 
^d inical signs of sebaceous gland involvement, all 
abse cesses might be infected cysts of apocrine 
pends. The lesions on scalp and neck would then 
oq srtain to ectopic apocrine organs. ° 
: E De. Max BrarrMan: I should like to know 
d - whether any of these cysts were treated with cut- 
mt ing current in this saucerization technique. Irriga- 
tion with proteolytic agents like Chymar, Tryptar, 
and Varidase have been useful in the treatment of 
E E these conditions. 
Es ou 
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Dr. Morris Lerer: I rise to offer an explana- 
tion of why a wound of this size in a site like 
the scalp heals in such a cosmetically acceptable 
way. We see that the scar is linear and that 
there is no alopecia to speak of. One would expect 
a large coin-sized cicatrix from a saucerizing 
operation, but one obtains what looks like primary 
healing as from a sutured incision. The reason may 
be that the skin of the scalp rests upon a sheet of 
muscle. This sheet of muscle may act like the 
panniculus carnosus which underlies the entire skin 
of animals and draws together the edges of wounds 
that are originally large defects, so that line scars 
and no apparent hair loss results. I understand 
that wounds in animals that are sizable defects do 
not heal by granulation and creep of epithelium 
across them but by approximation of the edges 
through contraction of the panniculus carnosus. 
The same mechanism may be operative in the hu- 
man scalp whose underlying sheet of muscle may 
be conceived as vestigial panniculus carnosus. 


Diagnosis: Epidermolysis Bullosa Simplex. Pre- 
sented by Dr. CONRAD STRITZLER. 


A machinist, aged 28 years, is presented with a 
history of recurring blisters of the hands and 
feet. The condition has been present since infancy. 
A grandfather, maternal uncle, sister, sister’s chil- 
dren, and cousin have a similar condition. There 
is no consanquinity in the family. 

The condition is worse in the summer. Bullae 
appear with visible sweating; when sweating is 
least, bullae do not appear. The bullae are exceed- 
ingly superficial and noninflammatory. Blisters 
have never appeared in the mouth or on the elbows, 
knees, or knuckles. 

Biopsy of a lesion on the palm showed dilata- 
tion of superficial blood vessels, no changes in 
collagen or elastic tissue, no inflammatory changes, 
some epidermal edema but no definite bulla forma- 
tion. 

Previous treatment has consisted of many x-ray 
treatments, soaks with potassium permanganate 
and Burow’s solution, adrenocorticosteroids, and 
Banthine. On Banthine in doses of 100 mg. t.i.d. 
bullae are suppressed. Dryness of the mouth, con- 
stipation, and some visual difficulty are side actions 
which the patient is willing to accept so long as 
the blistering is controlled. 


Discussion 
Dr. FRANZ HERRMANN: In the “Précis de 
Dermatologie," Darier, referring to Lenglet, points 


out that local hyperhidrosis is a frequent and 
possibly even primary feature in hereditary palmar 
and plantar keratoderma. In addition, he empha- 
sizes the existence of a relationship between such 
“ichthyosiform” processes and epidermolysis bul- 
losa, which at that time had already been reported 
by several other investigators. One of the many 
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SOCIETY TRANSACTIONS 


Clinical aspect of epidermolysis bullosa simplex. 


fascinating features demonstrated tonight in Dr. 
Stritzlers group of patients is the tendency to 
blister formation on palms, soles, and volar sides 
of fingers and toes during the warm season. The 
occurrence and/or aggravation of thermal hyper- 
hidrosis on palms and soles was observed and 
described by our group on several occasions (J. 
Invest. Dermat. 18:71-88 [Jan.] 1952; The Clinical 
Significance of Disturbances in the Delivery of 
Sweat [M. B. Sulzberger and F. Herrmann] 
Monograph, American Lecture Series, C. C 
Thomas, Publisher, 301 E. Lawrence Ave., Spring- 
field, I1., 1954). In another publication (Hautarzt 
9:60-67 [Feb.] 1958) we showed, at variance 
with some previous reports by other investigators, 
that palmar and plantar hyperhidrosis can produce 
blister formation. Of the different mechanisms 
potentially underlying this effect the following 
would appear most pertinent for the conditions 
here presented. The base of the stratum corneum, 
ie. of the stratum conjunctum or “barrier zone,” 
may be saturated with water (sweat) to the limit 
of its hydration capacity, so that the water con- 
tingent, normally reaching the skin surface via 
the transepidermal route and evaporating there- 
after as part of the "insensible perspiration," is 
trapped within the epidermis and thereby causes 
vesiculation. 


Dr. HENRY SiLvER: The affection in all presented 
patients is sharply defined to the palms and soles. 





There is a marked keratosis and hyperhidrosis lead- — 
ing to formation of superficial vesicles or bullae 
and desquamation. I should, therefore, favor a1 
diagnosis of congenital keratoderma (Mal de - 

Maleda?) rather than epidermolysis bullosa. $ 

I find support in Dr. Herrmann’s discussion of 1 
the physiologic and pathologic background of con- D 
genital keratoses associated with sweat disturb- — 
ance. 

Dr. HELEN O. CurtH: Simple epidermolysis 
bullosa may be confined to the palms and soles. - 
One member of our Society has reported this 
occurrence (Frank, S. B.: An Unusual Variant | 
of Epidermolysis Bullosa, Arch. Dermat. & Syph. E. 
47:327-334 [March] 1943). E 

I am impressed by this family because several- 
members not only present blisters but also ervthem- E 
atous keratoderma while others, the voung man E 
for instance, does not show erythema of palms or E 
soles. The “keratoderma” in the former is not | | 
typical because it shows itself only as erythema M p 
and not as thickened skin usually seen. I cannot i 
conceive of this keratoderma being produced by the Ti 
blisters alone because the palmar eruption, especial- |. 
ly in the uncle, is sharply limited, confluent, and 
persistent. I thought of Mal de Meleda. The 
gradual spreading of the lesion from the palms ig 
to the dorsum of the fingers in the uncle and _ 
the family's Italian descent speak in favor of this - 
diagnosis. But why should the additional feature be _ 
completely confined to the same area in which the - 
blisters appear? There may be one common cause _ 
for the development of the two manifestations. E 

With regard to the genetic pattern, the blister a 
formation, which you may call simple epidermolysis 4 
bullosa, shows involvement of three successive 
generations of males and females, and of abot a 
one-half of the children. It is, therefore, indica- 3 D. 
tive of dominant inheritance. This is the pattern EL 
also reported for simple epidermolysis bullosa. 
Cockayne (Cockayne, E. A.: Recurrent "S 
Eruptions of the Feet, Brit. J. Dermat. 59:109-112- 
[March] 1947) reported recurrent blisters of the E 
feet only. This disorder is also inherited in a ~ 
dominant fashion. i B. 

Dr. SAMUEL B. FRANK: The existence of an i 
unusual variant of epidermolysis bullosa involving | 3 
the palms and the soles was, I believe, well- 
established not only by me (S. B. Frank: An — 
Unusual Variant of Epidermolysis Bullosa, Arch. 
Dermat. & Syph. 47:327-334. [March] 1943) but A 
by several others, including several members of E. i 
this Society during the World War II period. . 
I can recall* off hand the names of Dr. Rudolf T 
L. Baer, Dr. Andrew Franks, and Dr. Morris : 
Leider. Each of us made these observations in- _ 
dependently. I believe we were all agreed that Y 
the diagnosis of epidermolysis bullosa was the best E 
one to apply to this unusual eruption. Dr. F. P. 
Weber and Dr. E. A. Cockayne of England re- 
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-ported a similar eruption a few years earlier. Both 
- described this as “recurrent bullous eruption of 
othe feet.” 

5 The family group seen tonight presents several 
- features similar to that seen in the previously 
described groups. One, the lesions first appear 
E while the child is still in the crib. Two, about one- 
half of the members of the family are involved, 
indicating that this is a dominant characteristic. 
_ Three, the patients have more blister formation 
in warm weather. Four, the clinical picture that 
these patients present is similar to that seen in the 
d F pa st. 

EC _ Hyperkeratosis of the palms and soles was not 
E | present in the patients I described. It should be 
5 . pointed out that in the family group presented by 
— Dr. Stritzler not all those who have bullae also 
x have thickening of the palms and soles. Although 
E it is not desirable to consider the existence of two 
; .. different entities involving the same area of the 
D body, it is conceivable that some members of this 
P fan ily present two different congenital malforma- 
* pus. 

‘Dr. Conrap SrRETZLER: Dr. Herrmann’s expla- 
nation of the pathogenesis of the bullae in these 
a} . patients is very attractive. It appears to be physio- 
P logically and biochemically sound. But what are we 
. to o consider the inherited metabolic fault? Is it in 
> sweat mechanism or in keratin metabolism ? 
XA n Esoddity in keratin metabolism can be attributed 
y. “to | genetic fault, but can hyperhidrosis be ex- 
E pore in the same way? 
>a 
UN Jia agnosis: 1. Lymphoblastoma? 2. Hypertrophic 
= Lichen Planus? Presented by Dr. ANDREW G. 
_ FRANKS and (by invitation) Dr. BERNARD 
E B gnow. 
— Twelve years ago, a 54-year-old man developed 
generalized pruritus which has persisted to date. 
- About three years ago infiltrated lesions appeared 
^on his back and chest. Then a violaceous plaque 
appeared on a leg. One year ago biopsies were 
rez d as "suggestive of lymphoblastoma" for the 
lesions on the back and chest and “hypertrophic 
i lichen planus” for the lesion on the leg. 


In the past year the patient first received full- 
body x-radiation by the teleroentgen technique (9 


M 


tr 


ha. d 


i treatments of 50 r with factors of 50 kv. 40 ma., 
X HVL 02 mm. Al TSD 2 meters), then con- 
ventional superficial x-radiation to individual 


lesions to a total dose of 500 r and finally six 
. more teleroentgen treatments. During this period 
= pruritus was diminished and lesions were reduced 
— jn size. 

At the present time the patient again shows 
numerous ulcerated papules and nodules scattered 
over the chest, back, and arms. They are covered 
—— by serosanquinous crusts, have raised, erythematous 
p borders and measure from 0.5 to 3 cm. in diameter. 
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Several more biopsies and numerous interpreta- 
tions of them make lymphoblastoma and particu- 
larly mycosis fungoides the most likely diagnosis. 


Discussion. 


Dr. Frances PAscHer: This case exemplifies 
the viewpoint that mycosis fungoides is a clinical 
rather than a histologic entity. (Cawley, E. P.: 
Is Mycosis Fungoides a Reticuloendothelial Neo- 
plastic Entity? A.M.A. Arch. Dermat. & Syph. 
64 :255-272, 1951). Clinically we find the classical 
progression of the Alibert type of mycosis fun- 
goides; a premycotic stage, in this instance charac- 
terized by itching and lichen planus-like lesions, 
a mycotic or infiltrative phase and finally the tumor 
stage. Despite the typical features, the histologic 
findings of the mycotic lesions were equivocal, and 
this is by no means unusual. The histopathologist 
consequently must resort to the broader classifica- 
tion of malignant lymphoma when pathognomonic 
features, e.g. pleomorphic infiltrate in the upper 
cutis with epidermal involvement inclusive of 
Pautrier's abscess, are wanting. The history of a 
premycotic phase and the coexistence of lichen 
planus-like premycotic lesions make it possible to 
say with certainty that these ulcerated tumors are 
mycosis fungoides. It is well to bear in mind that 
Hodgkin's disease and monocytic leukemia may 
give rise to similar ulcerated lesions. 


Diagnosis: Intractable Pruritus of the Face : 
Following Toxic Reaction to Stilbamidine. $ 
Presented by Dr. ALEXANDER A. FISHER. 

A 53-year-old woman suffering from right-sided 
trigeminal neuralgia received three alcohol block 
injections three years ago. These injections failed 
to control the pain. One year later she was given 
a series of injections of stilbamidine isothionate by 
intravenous drip. After the 10th injection she be- 
came jaundiced. The jaundice gradually receded 
after a period of six weeks. She had noted that 
each time she got an injection of the stilbamidine L 
preparation there was a numbing sensation in the 
face, but following each injection the facial pain 
seemed to diminish. About six months later the 
pain of the trigeminal neuralgia had disappeared, 
but she was left with a numb sensation in the area. 

Then both eyelids began to feel "heavy" and the 

skin of her eyelids became dry and itchy. She was 

told by Dr. Isidore Snapper that she was suffering 

from “post-stilbamidine neuropathy." The itching J 

about the eyes and upper portion of the face has | 

since become very intense. 

She has received antihistaminics, ataractics, 
tranquilizers, sedatives, and adrenocorticosteroids, 
but the itching has not been relieved. The patient 
is presented to elicit suggestions for further 
therapy. 













v Discussion 

p. Dr. Eare W. Brauer: Grenz radiation has 
E frequently been used to alleviate pruritus of un- 
"e known cause. I should suggest to Dr. Fisher that 


200 r of grenz radiation be administered every 
week for three or four weeks. 


Dr. FRANcEs PASCHER: I do not think the 
pruritus in this case is necessarily related to the 
" therapy. Persistent itching of the face, particularly 
of the nose, and of the head for no apparent 
reason is a complaint that one runs into from time 
to time in middle-aged or elderly persons. Sympto- 
matic treatment, unfortunately, tends to be un- 
satisfactory. 

Dr. Jurrius H. Porrtock: When we treated 
granuloma inguinale at the New York Department 
of Health with antimonials—prior to streptomycin 
—we acquired a large experience with such agents, 
including stilbamidine. We never saw the effect 
shown tonight. And while we are aware that 
selective neuropathy can occur from drugs, like 
8th nerve deafness from hydrostreptomycin, I find 
it hard to accept this bizarre case as a consequence 
of the stilbamidine therapy. I think the patient 
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Premenstrual Purpura. Presented by Dr. ELIZA- 
BETH F. Rrep (by invitation) and Dr. FREDERICK 
URBACH. 

The patient is a 3l-year-old white woman. She 
complained of an eruption which had preceded, by 
three to five days, each menstrual period for about 
three years. The small red lesions would first 
appear on her lower extremities and then become 
bluish-purple, then brown, and disappear with the 
onset of her menses. No known aggravating fac- 
tors, except possibly alcohol, which intensified 

her purpura. Her periods were normal in time 
and duration. She has no allergies. 
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still. suffers from something related to the tic 
douloureux. B ag 

Dr. ALEXANDER A. FISHER: Not infrequen ly 
stilbamidine seems to pick out the trigeminal nerve 
when it causes a toxic effect, producing numbness s 
and disturbances of sensation in the skin of the 
forehead and cheeks. This seemed to have y 
pened in my case. The pruritus may actually ea 
secondary effect due to rubbing and massaging 


X. > 






















of the face in an attempt to alleviate the numb. 
feeling. "i: 5 
Diagnosis: Balanitis Xerotica Obliterans. Prsented by | 2H 


IRvixc D. EHRENFELD. 
Case for 


Diagnosis: (Lupus Erythematosus Bullosu 

Presented by Dr. Epwarp H. MANDEL. 

Diagnosis: Pyoderma?  Granuloma? Meler 
Ulcer? Presented by Dr. Ernst M. ROSENBAUM ; and 
(by invitation) Dr. Orro HITSCHMANN. IE 

Diagnosis: Lvmphoeytic Infiltration of the Skin. Presentec d- 
by Dr. A. J. ORFUSS. ME 

Diagnosis: Nevus Flammeus on the Midline of the Face nd | 
Generalized Seizures (Sturge-Weber har ola 
sented by Dr. HELEN O. CURTH. 

Diagnosis:  Folliculitis 
ALEXANDER A, FISHER. AC 

Diagnosis: Lichen Planus and Lichen Nitidus. Present 
by Dr. Tvrivs H. Porrock. E 

Diagnosis: Xanthoma  Tuberosum. Presented by — Dr. x 
Irvinc D. EHRENFELD. dee 


Case for 
m. 


Decalvans ? 


Presented ri Dr. 


Mycosis 


Fungoides? Presented by Dm. 
Domonkos (ron Dr. PauL Meyers). 


Axim 












Pemphigus Vulgaris? Presented by Dr. Rovar M. $ M DNT- 
GOMERY. “g 


Examination: She is well developed and in good — 
health. There are brownish discolorations over the — 
lateral aspects of both legs, with spotted hyper- — 
pigmented discolorations of the dorsum of both 


feet. Pedal pulses palpable and no venous dis- ; 
tention. 


GE 





; 
Laboratory Findings: Remple-Leede test nor- 3 
mal. AAE time 4 min. and 51 sec.; coagulation: 
time 9 min. ; platelet count 140,600 per cu. mm.; _ 
Hgb. 11.6 gm. %; hematocrit value 35% ; blood | 
sugar level 66 mg. per 100 cc. two hours pp; 
VDRL test nonreactive. Intradermal tests nega- | 
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- tive; 17 ketosteroids 7.3 mg. %, 17 hydroxyketo- 
- steroids 42 mg. 96. 
Biopsy: Noninflammatory purpura. 

Treatment: Intermenstrual and premenstrual 
— serum skin tests were positive. She was disensi- 
tized with premenstrual serum, with complete re- 


covery. 


E Discussion 


= Dm Frepertck UmBAcH: This patient has had 
— these recurring spots for a number of years. She 
A has been completely cleared now for over two 
- months with use of premenstrual serum, for the 
b. first time in five or six years. 
- . D& Georce W. Hamprick Jr: Does Dr. Ur- 
^. bach believe that this is a toxic reaction or an 
- autosensitization phenomenon? 
-—.. Dg. Herman Beerman: Dr. Erich Urbach has 
CAEN on this many times. 
^» . D& James H. GRAHAM: In answer to Dr. 
— Hambrick’s question, there was no evidence of 
D toxic reaction or inflammation, at least in the skin 
E p 
R. HERBERT A. LuscoMBE: After reading the 
eider Urbach’s reports on this, I tried it on two 
» women who had chronic urticaria. Both cases re- 
E to the treatment. 
- Dr Warre B. SugttEv: Would Dr. Urbach 
= please describe the exact appearance of a positive 
i potest to premenstrual serum? Is the test site pur- 
pp peric? 
-  D& Frepertck Ursacn: During the course of 
a -“densensitization,” which was carried out in ac- 
. cordance with the accepted procedure (serum taken 
(dn the three early days and again in the second 
half of the menstrual cycle), the patient showed 
| less and less whealing each month. Then, after 
- three months, none at all. No other therapy and 
3 no hematological studies were done. I feel it is 
T likely it is spontaneous, since she has had it 
om nonthly for a number of years. 
E Dr BENJAMIN Gross: Was the serum taken 
A during the time of ovulation? 
Dr. FrepertcK Ursacu: No, the premenstrual 
serum was obtained on the day before. and the 
25 _ intermenstrual serum started on the 14th day of 
a regular 25-30 day cycle. 
EC. Dr. James H. GRAHAM: We should have been 
- interested in seeing whether estrogen would have 
dem in this case. 
Dr. FREDERICK UnnaAcH : Quite true. There were 
— a number of other things which, in retrospect, we 
— wished we had done. Unfortunately, we allowed 
| our enthusiasm to carry us away. 
Et Dr. LAWRENCE KATZENSTEIN: Perhaps we 
should try this in other things, for example, in 
premenstrual herpes simplex. 
55 Dr. CarroLL F. Burcoon JR.: The story of pre- 
a menstrual lesions were first described by Dr. Ur- 
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bach in 1935. We see it commonly with acne 
vulgaris and with herpes. Certain groups clear 
completely in between, with recurrence five to 
seven days before each menstrual period. A lot À 
of different postulations can be made, and they 
fall into three different groups, one of which is 
hypersensitivity. And this case seems to fall into 
the hypersensitive group. The elder Urbach re- 
ported that allergic aspect can be determined if 
the patient reacts to the serum, and the controls 
do not. 

Dr. James H. Gramam: There was no in- 
flammation in this section—a good many red blood 
cells, but no inflammation. We, therefore, group 
this as a noninflammatory purpura. 

Dr. Carmen C. Tuomas: In 1941 (Arch. 
Dermat. & Syph. 43:817-821), I reported a pa- 
tient with resistant and recurrent extensive herpes T. EX 
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simplex, who had a complete remission produced | xt 
by the use of premenstrual autoserum administered 
according to the technique of Geber and E. Ur- 


bach. ^ 


Necrobiosis Lipoidica. Presented by Dr. RICHARD — 
LATHROP (by invitation) and Dr. CARROLL F. QN 


E 


am 


BURGOON JR. 2 
This 47-year-old white housewife has no family, . 1 
past, or present history of diabetes, or illness. Nd 


In the past 15 years, she has noted a gradual 
spread of lesions on the outer surface of both 
legs. There are now a few ulcerations present. 


Examination: On the outer surface of the right 
leg is a 5 cm. triangular, dry lesion with an — 
elevated red border. Almost the entire lateral " 
surface of the left leg is atrophic with a- bright 
red border. There are areas of lipid deposits near 
telangiectactic blood vessels. 


Laboratory Findings: Blood pressure 110/60, ie 
Hgb. 13.0 gm. %, fasting blood sugar level 65 n 
mg. per 100 cc., cholesterol 280 mg., cholesterol J 
esters 199 mg. or 70%, urine consistently negative 
for sugar. Sugar tolerance test: 

Fasting 50 mg. per 100 cc. 

15 hour 184 4 

1 hour 150 v 

2 hour 59 - : 
3 hour 45 4 Y 

Biopsy: Necrobiosis lipoidica. x a 

Treatment: Tolbutamide (Orinase) 1 gm. daily, zi 
beginning Dec. 1, 1959, Ulcers have almost healed. | 
Patient has also had bed rest and protective tape. 


Necrobiosis Lipoidica. Presented by Dr. RICHARD 

LaArHROP (by invitation) and Dr. CARROLL F. 
 BuRGooN Jr. 

The patient is a slightly overweight white 
woman, aged 61. She has no family or personal 
history of diabetes. She noted onset of reddened 
areas on both lower legs in October, 1958. At this 
time they looked like “mosquito bites." They 
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E gradially grew and changed color. Ulcer developed about 6096-6596. Then, when I saw her again 
Py after trauma in May, 1959. later, they had disappeared completely. She was 


Examination: Scattered over both lower legs 
are irregularly shaped but sharply defined patches 
of atrophic, yellow-white skin with raised ery- 
i thematous, scaling borders. Near the left hip, early 

— lesions are seen as infiltrated erythematous nodules. 
= On left tibial areas is-a superficially infected ulcer 
I 5X3 cm. in size. 

3 Laboratory Findings: Blood pressure 152/85, 
Hgb. 12.8 mg. %, Het. 45%, fasting blood sugar 
70 mg. %, cholesterol 364 mg. % with 89% 
esters. 

Sugar tolerance test: 
Fasting 69 mg. per 100 cc. 
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Urine negative for sugar 


15 hour 135  " Y 
1 hour 198  " "tr. of sigar 
m2 hour 176 " "^ 2 T+ sugar 
me 13"hour 97 " ” negative for sugar 


Biopsy: Necrobiosis lipoidica. 

Treatment: Ulcer healed in six weeks with soaks 
and adhesive tape. Tolbutamide (Orinase), started 
Oct. 21, 1959, 1.5 gm. daily. No infiltration now 
noted. Color is unchanged. 





È Necrobiosis Lipoidica. Presented by Dr. CARROLL 

E F. Burcoon Jr. 

^ | A 77-year-old white woman complained of an 
eruption on the anterior surface of both legs. She 

^ complained of tender erythematous nodular lesions 

- over the anterior, medial, and lateral surfaces of 

e both legs for eight months. At that time, diabetes 


y mellitus was found. Her past and family history 
al was negative. 
Examination: There are erythematous yellowish, 
infiltrated nodular lesions on the anterior, lateral, 
and medial aspects of both lower legs just above 
the ankles. 

Laboratory Findings: The blood sugar level was 
388 mg. per 100 cc. two hours pe. 

Biopsy: Necrobiosis lipoidica. 

Treatment: Tolbutamine (Orinase) tablets t.i.d. 
with control of the diabetes and improvement of 
the lesions, 


Discussion 


Dr. LAWRENCE KATZENSTEIN : The usual recom- 
mended dose in the treatment of acne is one-half 
gm. twice a day. Any danger of drug toxicity by 
going higher? Why pick a dose of 1.5 gm.; was 
it just out of the blue? 

Dr. Hersert A. LuscoMBE: According to Up- 
john, a rapid fall in blood sugar is more likely 
to occur in the normal person than in the diabetic. 

Dr. Carrot, F. Burcoon JR.: I could say that 
we used tolbutamide because we knew it would 
work, but that is actually not the case. It hap- 
pened quite in error. I knew of a diabetic on 
~ tolbutamide, and when I saw her again some six 
x weeks later, her necrobiotic lesions had improved 
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on three tolbutamide tablets per day, and that is 
why these patients received that amount. The ie 
heavy-set woman is not a known diabetic bus a 
potential one. The thin woman has a normal blood X 
sugar level. Even so, both are receiving the sa me 
amount of the drug. And there has been improve 
ment. We still are not sure whether it might b 
chance, but I know of no other cases of spon 
taneous involution. [s 
Dr. Meyer L. NIEDELMAN: Were repeate d 
blood sugar examinations performed while the - pa- 
tients were under therapy? Following a recent : re- 
port on the use of tolbutamide in acne, I treated 
five patients with severe acne. All of their blood 
sugars were within normal ranges prior to es y- : 
Two of the patients developed symptoms of fai 1 
ness, weakness, and loss of energy while under t 
drug. One patient developed a fasting blood sug ie. 
of 60 mg. 96 and the other 65 mg. 96. There was. 


" nw 


E 


no appreciable improvement in the other three. 
patients after two months of therapy. In non- m 
diabetic persons, one must be extremely caref m 
that drugs of this type are critically evaluated 
prior to wide use and acceptance. E. 


Dr. CARROLL F. Burcoon JR.: In nondiabetics i 


does not produce a fall in blood sugar; in detis, 
on the other hand, it does. 3 


- 


Congenital Ichthyosiform Erythroderma. Pre 


sented by Dr. MAHMoop OwRANDI (by inv 
tion) and Dr. FREDERICK UrRBACH. a a 


The patient is a well developed and well not r- 
ished male two-year-old child, having no fam y 
or past history of illnesses, presenting a generalize d 
eruption. Shortly after birth, his mother noted H 
skin to be unusually dry and scaly. This has pe : 
sisted and at times becomes pruritic. 

Examination: There is universal thickening ai 
scaling of the skin, including the palms and soles 
The scalp hair is sparse and the nails thickened. 
The child does not perspire even in hot weaibdeg 

Biopsy: Ichthyosis. 3 "y 

Treatment: Salicylic acid, 5%, and 20% watef 
in hydrophilic petrolatum for scalp; 1096 salicylit 
acid in olive oil for the body. E 

MES 


Discussion E 


Dr. HERMAN BrERMAN: How can you be sure | 


of the diagnosis when the histologic findings in A 
dicate ichthyosis? E: 


Dr. Meyfr L. NiEDELMAN: Clinically, the child's 
presents ichthyosis. The mother stated that the - E 
child's skin was not erythematous or parched-like ` 
at birth. There is no hereditary history of others | E 
in the family. There are many grades and varia- | 
tions of congenital ectodermal anomalies, and at ^ 
times it is difficult to distinguish the exact type. 


187/295 . 










































^r mtt. ae — i TH 
; COEM wu. 


UT 1e histology in congenital ichthyosiform erythro- 
cpm is rather definite and should be readily 
fferentiated from ichthyosis. I understand the 
istology showed only ichthyosis. 
5 LAWRENCE KATZENSTEIN: Have you tried 
E inique of hydration in a tub of water, fol- 
wed by application of vaseline? 
2 E FREDERICK UmgBACH : Yes, we have. It helps 
Son e in making patients more comfortable. 
E^ CannoLL F. Burcoon Jr.: We have followed 
mumber of these youngsters; one in particular 
€ presented several years ago. She is now about 
7 7s ears old, and we have followed her continuous- 
— She was 12 hours old when I took the first 
ict ire. As time goes on, her skin looks more and 
more like ichthyosis. We followed another little 
boy, and when he was presented in later years, 
Erin, too, began to look more like ichthyosis. 
Hav g seen several others, besides this child 
tonight, it seems that is how erythroderma ends 
S 
Dr. Herman BrrRMAN: Dr. Tavs and I pre- 
AA a case many years ago (Beerman, H. and 
L. E.: Arch. Dermat. & Syph. 44:1161, 
1941), a woman about 50 years old in whom the 
ginal diagnosis was congenital ichthyosiform 
rythroderma but who developed mycosis fun- 
r ides. Everyone who has seen her over a period 
of pu years could see the changes that took place 
1d Beerman, H. and Thomas, C. C.: J. Invest. 
V at, 7:271, 1946). 
p» HERMAN BEERMAN: 
vic picture? 
De GrogcE W. Hamprick JR.: Are the histol- 
ists present tonight really able to distinguish 
tween ichthyosis and congenital ichthyosiform 
E oderma by means of histological findings? 
T know that this has been claimed for many years. 
|. agree with Dr. Burgoon that late in the condi- 
Bic termed congenital ichthyosiform erythroderma 
one may see only ichthyosis-type of change. 'The 
patient presented tonight had greatest involvement 
‘on the flexural surfaces, although there is involve- 
ment on extensor surfaces. This point is in favor 
of the child having congenital ichthyosiform 
- erythroderma. 
~ Dr James H. GngAHAM: Going back to what 
- Dr. Burgoon said in the beginning, it depends on 
when the biopsy is performed. The early phase 
| of the disease is inclined to give a more typical 
p icture, and one can be pretty certain it is con- 
genital ichthyosiform erythroderma. I studied 30 
po these sections. On a number of them, there was 
a fair amount of keratosis; one cannot be too rigid 
B os it. But there were many features of 
a ichthyosis follicularis, more than ichthyosis eryth- 
= roderma, on the one we saw. 
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Bromoderma. Presented by (by invitation) Dr. 
ABRAHAM CoHEN and Dr. ELIZABETH F. REED. 


The patient is a well developed Negro woman, 
age 48 years. About two years previously, a 
small lesion developed on the left pretibial area. 
The lesion was excised by her family physician 
but recurred, within a few months. A larger 
surgical excision was done, and a diagnosis of 
blastomycosis was made. After excision, the lesion 
healed under stilbamidine therapy. About two 
weeks ago, following trauma to the site, it ulcera- 
ted. She has been taking Bromo-Seltzer for a long 
period of time. 

Examination: At the time of the original exami- 
nation on admission, there was a 1020 cm. raised 
granulomatous area with ulceration in the center 
and purulent discharge on the anterior surface of 
the left tibia. The borders were elevated, and at 
the upper border vesicles were present. Only a thin 
atrophic scar 1s apparent now. 

Laboratory Findings: Complete blood count, 
urinalysis, bromosulfalein test, and blood urea 
nitrogen were negative. Culture of fluid írom 
ulcer showed Gram-positive cocci, Skin tests for 
fungi were negative. VDRL nonreactive. Blood 
bromide 46.5 mg. per 100 cc. 

Biopsy: Pseudoepitheliomatous hyperplasia and 
inflammation with no organisms found. 

Treatment: All self-medication stopped, elevated 
diet in sodium chloride. Lesions have healed rapid- 


ly. 
Discussion 


Dr. FREDERICK UnBACH: The story began two 
years ago. On two occasions lesions returned 
following biopsy. We almost fell into the same 
trap, even though Dr. Graham warned that there 
did not appear to be organisms in the biopsy. 
Finally, someone thought to ask whether a bromide 
level had been taken. It turned out she had been 
taking bromides every day and had a 49% level. 
She was given sodium chloride and lesions have 
completely cleared. 

Dr. Jonn F. Witson: Do I understand that the 
diagnosis had been previously made of blastomy- 


cosis on the basis of budding yeast cells found | 


in the tissue? 
Dr. FREDERICK URBACH: No. 


Dr. CARROLL F. BURGOON JR.: She seemed to be 
one of those odd cases who tend to improve in the 
hospital, and of course there was improvement be- 
cause she had been without the bromide. But it 
was not until Dr. Graham rebiopsied her and 
realized that there were no organisms, that we got 
on the right track. 

Dr. ELMER R. Gross: This is not uncommon in 
colored people who take Nervine, a proprietary 
elixir of triple bromides. It is available over-the- 
counter. 
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Dr. CarroLL S. Wricut: Usually the diagnosis 
is not too difficult. But this will illustrate some 
of the traps we can fall into. I had a patient a few 
years ago with a typical bromoderma of the lower 
legs. When I asked about bromides, the answer 
was, “No, I have not taken medicine in 20 years. 
But I did see a doctor four years ago in Miami 
for nerves. He did not give me any medicine, Just 
changed my salt." She showed me a piece of paper 
with the name of the salt. It was "Sodium 
Bromide." 

Dg. H. Jorpan Wuyte (by invitation): It is 
worth bearing in mind that some ganglion-blocking 
agents, such as hexamethonium and propantheline, 
are prepared as the bromide salts, and I have seen 
a patient with a bromoderma from the former. 


Leprosy (Tuberculoid Type). Presented by Dm. 
CARMEN C. THOMAS and (by invitation) Dn. 
E. Cooper BELL. 


A white woman aged 37 years, born in the 
United States, had been a missionary in northeast 
Peru (upper Amazon) from 1946-1950 and from 
1951-1955. She has had hookworm and roundworm 
infestation in the past. 

About March, 1958, she complained of a numb 
feeling at the base of the right great toe, and 
shortly thereafter a red oval lesion appeared at this 
site, extending to the dorsum of the first two 
toes. 

Examination: There is an oval red area over the 
base of the great toe, 5X6 cm. and induration 
over the tendon of the extensor muscle of the toes. 
Both areas show hypesthesia to pinprick and 
touch. An area extending up the dorsum of the 
right foot is also anesthetic. There are no palpable 
peripheral nerve trunks. 

Biopsy : Hematoxylin and eosin stain of a biopsy 
from the border of the foot lesions showed a 
granulomatous reaction in the dermis which also 
involved blood vessels and sweat glands. Acid-fast 
stains, using the Fite Faraco technique, showed 
two definite acid-fast bacilli in a small nerve. 


Treatment: Sulfoxone (Diasone) tablets, three 
daily for four weeks, with one week rest periods, 
since June, 1959. The foot plaque flattened about 
two months after initial treatment and had dis- 
appeared by December, 1959, There was little or 
no change in the hypesthesia. 


Discussion 


Dr. CARMEN C. THoMas: It has been most in- 
teresting to be able to follow this patient while 
under treatment and to note the gradual improve- 
ment in the foot lesion occurring about two 
months after Diasone treatment was begun. So far, 
however, there has been little change in return of 
normal sensation. 
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Dr. Mitton M. Cann: How do you justi 
the diagnosis in view of the bacteria? I thong 
you would only find bacteria in the lepromatoi 
type. 

Dr. Lestre NicHoLAs: Last year when I ‘a 
tended a special clinical session at Carville, t 
same questions were asked. The definite diag ie 
of any type of leprosy depends on the demor 
stration of acid-fast bacilli in smears made froi 
the corium; when these bacilli are found in dis 
charges fice the nose, they are not diagnosti 
In making a smear from the corium, a fold of skir 1 
is pinched between the fingers, and a small cut i 
made, 3%” long; with the blade turned transversely 
to the line of the cut, the sides of the wound a: "€ 
scraped repeatedly. The tissue pulp scraped uem or 
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and stained by the Ziehl-Neelson method aft 
fixation by heat. The authorities at Carville reddi 
a negative smear once a month for one year be iof 
discharging a patient from the institution. 


In response to the question of the lepromin o 
Mitsuda reaction, it should be stated that this tes 
is not to be employed in diagnosis. A high pro pi or 
tion of normal persons, including some in non: 
endemic areas, give a positive Mitsuda reactio: 
is chiefly employed as an aid in classification be e- 
cause of the strongly positive reactions seen in T te 
tuberculoid cases and the negative results in 
more malignant lepromatous type. I.stro uh 
recommend to those of you interested in this di 
ease an excellent monograph published in the form 
of a technical bulletin by the Deparment e 
Medicine and Surgery of the Veterans’ Adminis- 
tration (TB 10-98), March 15, 1954. E. 


Dr. HERMAN BEERMAN: What is this pat ient. 
doing "loose" 


in Pennsylvania? 
Dr. CARMEN C. THoMas: Contrary to vial 3 


had expected when we notified the authorities, 
they simply looked at her, said, “How interesting” 
and did not in any way restrict the patient's 
activities so long as she is under regule observa- 


tion and treatment. 1 3 


Dr. FREDERICK UmBacH: The only two stat 
that will allow this are Pennsylvatia and 
York, and it must be fairly recent in Pennsylvz 
because about four or five years ago, we had a 
patient who was advised to move to New Yorl S 
because there they are accepted, so long as th ey 
are under treatment. | 


Dr. James H. GRAHAM: Up to the time I lef t 
California, we had a number of cases in the Los 
Angeles arta. They were of the tuberculoid 
and, as long as they were under therapy and so ne- 
one was responsible for them, they did not have 
to be at Carville. Of course, they are not allowed - 
to associate with children. Er. 

Caper. James H. Lockwoop (MC) USN.: To 
was about to say the same thing, particularly with — 
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- , reference to the association of patients with chil- 


E a dren. 
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_ Dr  CamgoLL S. WmiGHT: This is not something 

new i in Pennsylvania. I am sure that Dr. Klauder 
will remember one patient we had back in the 
1920's who would come in to the hospital every 
week. Finally, he became so bad he was sent to 
C arville. He had a wife and four children. None 
of the children or the wife ever developed leprosy. 
- He finally died at Carville but had been allowed 
— to run around Philadelphia for years with no 
- restrictions until he was sent to the leper sani- 


_ Systemic Mastocytosis with Bullous Urticaria 
SS ooentoss- Presented by Dr. NORMAN A. 
= Focet (by invitation) and Dr. Carrot F. 
Wo . Burcoon JR. 

This white 22-month-old female infant had a 
| normal delivery and was born with a reddish-blue 
skin. She sat up at nine months; has never been 
able to stand. At birth her skin was thick and 
P pebble-grained, with deep wrinkles and thin-walled 
bullae on an erythematous base. Scratching the 
x - skin causes wheal and bullae formation. These 
infect easily. 

i a ‘Examination : She appears much older than her 
p Exe age. There are numerous urticarial lesions 
of various sizes and shapes. Some are pigmented. 
oN umerous furuncles are present in various stages 
x of healing. The skin is lichenified and erythema- 
pt ous in several areas. The lymph nodes are en- 
larged, and the liver edge is palpable. 

_ Laboratory Findings: Tzanck smear showed 
i mastocytosis; prothrombin time 60%. 

E Biopsy: Skin—urticaria pigmentosa. Muscle, 
liver, lymph node—mastocytosis. 

b. : "Treatment: Local preparations. 


Discussion 












RU 
E Dr. BenyAMIN Gross: What is the prognosis? 
f ED FREDERICK Urpacu: I do not believe there 
| à definite answer to that. We had another pa- 
tient we had hoped to show, a 22-year-old boy. 
- Hi condition was only discovered when he was 
turned down by the Navy. He was able to play 
football and has reached 22 years of age. That 
ds the only answer we have. 

— Dr. CarroLL F. Burcoon JR.: This is really a 
/ pertinent question. There were many suggestions 
. offered on what to do, but, being fortified with 
the 22-year-old boy, we wanted to avoid experi- 
A entation. At the expense of alienating the mother, 
- we insisted that nothing be done. Since she is 
y 1 fairly comfortable, we felt it better to wait until 
— some difficulty actually arose. We are pursuing 
P a “watch and wait" policy. Supposedly her chances 
* would be relatively good. 
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Dr. FREDERICK UrBACH: We have been afraid 
to use any of the antihistamines for the simple 
reason that the child already has so much trouble 
and involvement, that it seemed better to do noth- 
ing, so long as she is doing well. It would be 
interesting from a scientific point of view but 
might well be hazardous. 


Acquired Urticaria Pigmentosa. Presented by 
Dr. JEROME GOLDSTEIN (by invitation) and Dm. 
FREDERICK URBACH. 


A 71-year-old white man presented a generalized 
papular eruption. His family and past history 
noncontributory, except for a Bell’s palsy in 1953. 
About eight months ago, he noticed a few red 
papules on his back, which gradually involved his 
entire body except his face, hands, and feet. Each 
lesion remained distinct, and there was no pruritus, 

Examination: Covering the entire body, exclud- 
ing the face, hands, and feet, is a red papular dis- 
crete eruption. There is some infiltration. There are 
no intraoral lesions. 

Laboratory Findings: Blood and urine studies 
negative. Electrocardiograph showed a left ven- 
tricular hypertrophy. Chest, gall bladder, and upper 
gastrointestinal x-rays were negative. 

Biopsy: Urticaria pigmentosa. 


Discussion 


Dr. HERMAN BEERMAN: What was the basis 
for the clinical diagnosis ? 

Dr. FREDERICK. UnBACH: We did not arrive at 
the diagnosis right away. This fellow looked 
identical to a patient we had six or seven vears 
ago, who had improved almost miraculously on 
desoxycorticosterone. The patient we saw tonight 
has now been started on the drug, and we will 
let you know in three or four months how he 
progresses. 


Dr. LesLie NicHoLAS: I saw this patient some 
months ago in my office and the diagnosis of 
urticaria pigmentosa was the furtherest thing from 
my mind. I thought he had lichen planus. The 
disease has progressed considerably in the last 
several months because only the chest and abdo- 
men were involved when I examined him, and 
the lesions were small flat papules. 


Dr. HERMAN BEERMAN: We still want to know 
how Dr. Urbach made the diagnosis. 


Dr. FREDERICK UngBACH: Only because I had 
seen one other patient that looked just like this 
one. Some seven years ago, I had a patient re- 
ferred to me with hyperheparinemia, who, for 
reasons not quite clear, improved when given 
desoxycorticosterone (Doca). The drug was used 
as a result of experimental work done in the 
Anatomy Department at the University of Penn- 
sylvania, indicating rapid disappearance of mast- 
cell tumors in dogs following Doca therapy. The 
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a few adults; two adults and one youngster im- 
proved over a five to six month period. 

Ei. Dr. Jose?H A, WitKowskt: What was the dos- 
. age? 

E Dr. FmEpERICK UmmAcH: Sublingual tablet, 2 
E. mg. (two per day). Everyone said it would not 
= . affect salt and water metabolism. Only four or 


five patients have been treated with success. 
Mee Kaposi's Sarcoma, Radiation Dermatitis, Multiple Basal- 
NV Cell Carcinoma. Presented by Dr. RicHarp R. LATHROP 
=, (by invitation) and Dr. CARROLL F. Burcoon. 


Tw s Alopecia. Type? Cause? Presented for Diagnostic and 
aa Therapeutic Suggestions. Presented by Dr. Carmen C. 
ey. Tuomas from Sidney Hillman Medical Center. 

z $3 ; Familial Preauricular Sinuses, Presented by Dr. MAHMOOD 


M. Owranpt and (by invitation) Dr. H. Jornas WHYTE. 
z Miliaria Pustulosa, Seborrheic Dermatitis of Scalp. 
a Presented by Dr. ALFRED A. Nemuicu (by invitation) 
| om 

and Dr. James H. GRAHAM. 





results were published on three youngsters and 


Keloids: For Therapeutic Suggestions. Presen ed 
Norman N. FocEL and (by invitation) D i 
WHYTE. 


Folliculitis Deealvans: For Therapeutic — Su zge 
Presented by Dr. Mauwoop M. OwRANDI fh) i 
and Dr. CARROLL F. BURGOON JR. 


Onychomycosis (Feet). Beneficial Results s Hee | 
(Four Cases). Presented by Dm. CARROLL s RIGH 
Dr. Doarp N. Tscuan, and Dr. LEON ADONI. EE 


Onychomycosis (Hands). Beneficial Results with € 
fulvin. Presented by Dm. CARROLL S. WRIGHT, : 
DowNarp N. TscHaN, and Dm. LEON ADONI. M : 


AY 


















23 
Improvement with I Loca | 


Presented by Dr. J oseen V. 


Lichen Sclerosis et Atrophicus. 
Vitamin A Injections. 


KLAUDER. B. 
hors 
Polymorphous Light Eruption vs. Lupus Erythematosus. 


Presented by Dr. Ozpemir O. Brneut (by invi a iat 
and Dr. FREDERICK URBACH. E 


Secondary Syphilis. Presented by Dr. Norman A. Foc: EL 
(by invitation) and Dr. ADOLPH BLEIER. 
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Abstracts from Current Literature 


FAMILIAL SARCOIDOSIS: EPIDEMIOLOGICAL ASPECTS WITH NOTES ON A POSSIBLE RELATIONSHIP 


TO THE CHEWING OF Pine Prrcu. R. B. Baer, A.M.A. Arch. Int. Med. 105 :60-68 (Jan.) 
1960. 


Four (possibly five) of 12 children in one family were discovered to have sarcoidosis. 


= Chewing of pine pitch by the affected and not the unaffected family members gives support 
. to the suggestion that pine forests are important environmentally in the production of sar- 
. coidosis. The possibility that gastrointestinal absorption of pine tree products is related to 
sarcoidosis is reviewed, too. Information for and against this association is presented. 


Lazar, Highland Park, lll. 


— HERPES ZOSTER OPHTHALMICUS: COMPLICATED BY CONTRALATERAL HEeMiPLEGIA, H. W. Laws, 


A.M.A. Arch. Ophth. 63 :273-280 (Feb.) 1960. 


A case of herpes zoster ophthalmicus complicated by contralateral hemiplegia in a 65-year- 
old woman is reported. According to the author, only five accepted cases have been reported 
in the literature. In this instance, the stroke occurred almost three months after the herpes 
zoster ophthalmicus occurred. Usually, the diagnosis is made of cerebral thrombosis occurring 
in a debilitated person; concurrently, many zoster patients are elderly. Therefore, the associa- 
tion between herpes zoster and stroke is often overlooked. 

Lazar, Highland Park, Ill. 


HALLERMANN-STREIFF SYNDROME: A DvsckePHALY WITH CONGENITAL CATARACTS AND 
Hyporricuosis. H. F. Farts and W. J. Scuurt, A.M.A. Arch. Ophth. 63 :409-420 
(March) 1960. 


This syndrome is characterized by the following: a scapho (brachy) cephaly with hypo- 
plasia of the mandible, a beak-like nose, congenital cataracts, and localized hypotrichosis. 
Other more variable findings are small stature, microstomia, an anti-Mongoloid palpebral 
fissure, maxillary hypoplasia, and sexual immaturity. Atrophy of the skin, proportionate 
nanism, bilateral microphthalmia, and congenital cataracts may be present, too. Genetic 
factors are considered but no definite patterns seem in operation. 

Lazar, Highland Park, Ill. 


HEREDITARY BENIGN INTRAEPITHELIAL DySKERATOSIS: OCULAR MANIFESTATIONS. L. V. SALL- 
MANN and D. Paton, A.M.A. Arch, Ophth. 63 :427-429 (March) 1960. 


This report concerns the ophthalmologic aspects of the disease primarily; the oral lesions 
will be described in detail in another paper. The eye lesions occur bilaterally and involve the 
interpalpebral conjunctiva; the buccal mucosa is the affected area of the mouth. This most 
interesting study was done in a large, consanguinous, isolated population of North Carolina, 
and it was noted that the typical changes occur in early childhood and persist throughout 
life with variable intensity. 

No systemic disease or diagnostic laboratory findings were discovered, despite extensive 
study. The white, spongy oral lesions appear to closely resemble or be identical with 
white sponge nevus of the mucosa (naevus spongiosus albus mucosae), first described by 
Cannon in 1935. The authors believe the complete syndrome had not been reported previously. 

Lazar, Highland Park, Ill. 


CANCER CELLS IN THE BLoop STREAM. L. Lone, S. RoBERTS, R. McGratu, E. McGrew, and 
W. H. Core, A.M.A. Arch. Surg. 80:639-645 (April) 1960. 

Over a period of three years, blood samples from 363 patients were examined for 
malignant cells in the peripheraleblood. Malignant cells may be found in the circulating blood 
of 20% of “curable” (tumor thought to be completely removed) patients; a higher percentage 
is found in veins draining the tumor. “Incurable” (tumor not completely removed) patients 
are more likely to have such cells (2996). The liver appears to destroy cancer cells carried 
to it in the portal flow. However, when this capacity lor cell destruction is overcome, cancer 
cells are found in the peripheral blood and the patient is no longer “curable.” The significance 
of malignant cells in the blood is not known, but chemotherapy and x-ray therapy will 
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i usually decrease the number of such cells for a period of days. Tumor manipulation is often . 
E associated with an increase in the number of cancer cells found in the peripheral blood. (8 
i Lazar, Highland Park, Ill. E 
"e E 
p THE INFLAMMATORY CvcLE: A MeTHOD or Stupy iN Hurver’s Disease. J. W. CARLISLE and _ 3 
E R. A. Goop, A.M.A. J. Dis. Child. 99:193-197 (Feb.) 1960. Ec 


4 oe Using Rebuck’s method for studying inflammation, the authors were able to study the E 
early inflammatory cycle in Hurler's disease. The skin is abraded, a sterile glass cover slip E 
is applied and allowed to remain for varying periods of time and then removed. After fixing: d 
to glass slides and stained, one is able to study the inflammatory site, using this technique, t E 


M early in Hurler's disease, an accumulation of hematogenous macrophages is found containing m 
F basophilic, metachromatic granules. EU 
Er Lazar, Highland Park, Ill. M 
4 RAPID IDENTIFICATION OF CANDIDA ALBICANS BY FILAMENTATION ON SERUM AND SERUM E 
SUBSTITUTES. C. L. TASCHDJIAN, J. J. BurcHA.t, and P. J. Kozinn, A.M.A. J. Dis. Child. E 
99:212-215 (Feb.) 1960. P. 
If Candida albicans is inoculated into 0.5 ml. of human or animal serum, or commercial E 
serum substitutes, and incubated at 37 C to 42 C, identification can be made within one and Él 
one-half to four hours. Rapid germination of C. albicans on serum may be a shortcut for Ri 
identification of this organism now requiring incubation on special media or the use of a om 
. fluorescent antibody. ET 
E Lazar, Highland Park, Ill. : 
bse h 
ATAXIA-TELANGIECTASIA: Report OF A Case. C. Reyer, A.M.A. J. Dis. Child. 99:238-241 EC 
(Feb.) 1960. E 
Ataxia-telangiectasia is a familial syndrome of progressive cerebėllar ataxia, oculocutaneous B 
telangiectasiae and frequent pulmonary infection. The ataxia cerebellar type, usually begins p 
in infancy with the fan-shaped telangiectasia of the bulbar conjunctiva coming at the age of - 
4-6 years. Telangiectasiae have also been reported in the butterfly areas of the face, cubital — 
s and popliteal fossae, behind the ears, dorsum of the feet and hands, and the V of the neck. I" 


Profuse nasal discharge and recurrent pulmonary infections are constant features; bron- 

chiectasis has been reported. The case presented is the first to report bleeding from mucous 2% 
membranes appearing as epistaxls hematemesis and melana. Speech may be slow and slurred; — . 
- eye movements may show a slow initial movement followed by rapid blinking and coarse ijs d 
i nystagmoid oscillations. The hair, dry and coarse, may become prematurely gray while pig- E 
j mentary skin changes described as cafe au lait or darker in color are reported. Atrophic - A 
E: changes on the face and neck are noted for the first time, Premature senility is said to C. 
account for the recent loss of skill in immediate memory and perhaps for the deterioration "d 
of rote memory. : 


E Lazam, Highland Park, Ill. E 
o A STUDIES ON Atopic DERMATITIS: PROBLEMS IN INHALANT HYPOSENSITIZATION AND RESULTS _ = 
M OF TREATMENT. Louis Turr, J. Allergy 31:1-11 (Jan.-Feb.) 1960. Uu. 
This report is one of a series about studies on atopic dermatitis. One hundred twenty-five — 

3 patients with atopic dermatitis, alone or combined with other allergic problems, received — E 

| hyposensitizing injections of inhalant allergens (house dust, ragweed and timothy pollens, $3 


alternaria and hormodendrum molds). Thirty-four had reactions, usually obviated by reducing — 
the dose and then increasing it gradually. In five patients, reactions followed extremely 
minute dosage; attempted increases aggravated the dermatitis. Reactions occur 12 to 24 hours E. 
or more after injection. In 101 patients, six were successfully treated by elimination of foods 
or inhalants alone. Excellent or good results following hyposensitization were obtained in ; 
73 of 95. Actual failures occurred in only six. The results compare favorably with those i 
| f ; í "wot de . 2 
i obtained with allergic asthma treated in similar fashion. ig 


Lazar, Highland Park, Ill. 


SEROTONIN, HISTAMINE, AND THE ARTHUS PHENOMENON. T. P. WAALKES and H. Copurn, A 
J. Allergy 31:181-184 (March-April) 1960. E 
Serotonin and histamine have been shown to be released into the blood plasma when E 


antigen is injected intravenously into sensitized rabbits. Because the Arthus phenomenon 
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= develops readily in rabbits depleted of serotonin by reserpine, the amine's importance is 


b. unimportant or unnecessary in the production of the lesion. 

B Lazar, Highland Park, Ill. 
T 

E LYCOPENEMIA, A VARIANT OF CAROTENEMIA, P. RxicH, H. SHWACHMAN, and J. CRAIG, 
E New England J. Med. 262:263-269 (Feb. 11) 1960. 

E 

1 


JN Lycopene, a physiologically inert structural isomer of g-carotene, is the red carotenoid of 
. tomatoes. A patient who drank two liters of tomato juice daily for two years developed an 
orange-yellow skin color most marked on the palms, soles, dorsa of the hands, forearms, and 


- . face. Although the sclera were white, the palate and the ventral surface of the tongue were 

- A  orange-yellow. The serum carotenoids were grossly elevated, and carotenoid pigments were 

—— shown to be stored in the liver. 

H ; Lazar, Highland Park, Ill. 

B “DELAYED” CUTANEOUS Hypersensitivity TO LEUKOCYTES IN DISSEMINATED Lupus ERYTHEM- 

E ATOSUS. E. A. FrrepMan, W. A. BanpAwiL, J. P. Merritt, and C. Hanau, New England 

c J. Med. 262:486-491 (March 10) 1960. 

D Intramuscular leukocyte injection therapy has been given for disseminated lupus ery- 


~. .  thematosus, following which the patients were found to have a strongly positive test to 
intradermally administered leukocytes. Similar intradermal tests in those not pretreated with 
— intramuscular leukocytes resulted in a positive test for delayed cutaneous hypersensitivity. 
-— . Reaction to platelet contaminatien cannot be excluded. A cellular or humoral antibody, or 
— — both, to neucleoprotein may be responsible for this reaction, which was positive in 16 of 20 À 


< 
n, 


Nu patients with disseminated lupus erythematosus. Two of seven patients with rheumatoid i 
>. arthritis had positive reactions, and three of the four negative reactions were on high dosages j 
-  . of steroids. E 
^N Lazar, Highland Park, Ill. | 
uM Acute Gouty ARTHRITIS PRECIPEEATED BY CHLOROTHIAZIDE. A. ARONOFF, New England J. Med. 
E- 262 :767-769 (April 14) 1960 3 
3 : Chlorothiazide causes potassiam depletion, ammonium retention, and an elevation of the | 
— . serum uric acid. Three cases m which acute gout developed during chlorothiazide therapy ‘ 
— — - are reported. a 
EC Lazar, Highland Park, Ill. 

— —  HisroLocrcaL AND HISTOCHEMICAL CHANGES IN PsortATIC Patients UNDER OnGar TRI- 

En. AMCINOLONE THERAPY. O. Braun-Fatco, Acta histochem. 8 :350-370, 1959. 1 
E In an extensive histochemical study with staining techniques in 17 patients with psoriasis j 
__all of the significant histochemical changes could be attributed to histological changes, princi- € 
do . pally the dispersal of the infiltrate, under triamcinolone therapy. a 
E | HasEGAWA, Chicago. a 
ar : CONGENITAL HriPPocRATIC Frncers, PALMO-PLANTAR HYPERKERATOSIS AND Bone DISORDER. i 
E Y. Bureau, H. BARRIERE, and M. THoMas, Ann. dermat. et syph. 86:611-622 (Nov.- d: 
E Dec.) 1959, 

EC The authors describe two patients having a melange of signs not previously described. » 
E $ Four of the siblings of one of the patients had the same disorder. The framework of these 


patients was large, and this hypertrophy was particularly notable in the extremities, which 
appeared to be unduly lengthened and thickened. At the level of the joints, particularly those 
of the knee and the ankle, this hypertrophy was particularly notable, transforming these 
E K regions into a globular mass. The extremities were remarkable in that the terminal phalanges 
were thick and large, spatulated, and, in total, had the aspect of drumsticks. The nails were 
-— J voluminous and curved into watehglass shape. There was no pain in the joints. There was 
| D a very impressive palmar and plantar hyperkeratosis; recurring ulceration of the lower part 
E of the legs and a hyperhidrosis which was generalized. On x-ray, the bones of the extremities 
were distinctly enlarged particutarly in the lower third of the femur and the upper extremity 
tibia and fibula. Contrasting wih this enlargement one is struck by the thinness of the cortex 
of the bone. The syndrome di fers from the pachydermoperiostosis in that the pachydermia 
as well as the subperiosteal changes are absent. 
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TRAC f CURRENT LITERATURE 
DISSEMINATED CHRONIC NopULAR ENDARTERITIS ASSOCIATED WITH OBSTRUCTIVE JAUNDICE. 
F. SANNICANDRO, Ann. dermat. et syph. 86 :623-637 (Nov.-Dec.) 1959. 
A singular form of chronic disseminated endarteritis appeared in a man age 70 years, 
associated with an obstructive jaundice and characterized by elevated hemispherical nodules 
which were keratotic and pruritic. These evolve slowly toward a pigmented scarring sclerosis. 


ETIOPATHOGENESIS OF JUXTA-ARTICULAR Nonrs. T. A. Furrapo, Ann. dermat. et syph. 
86:638-654 (Nov.-Dec.) 1959. 


This represents an excellent review with a lengthy international bibliography. One observes 
juxta-articular nodules in various treponematoses including syphilis, yaws, pinta, bejel, and 


njovera. In addition to which they are seen in rheumatic diseases, various bacterial infections 


such as tuberculosis and leprosy, Darier-Russy sarcoidosis, granuloma annulare, parasitic 


diseases such as onchocercosis and filarial cysts, acrodermatitis chronica atrophicans, sclero- | 
derma, metabolic disturbances: xanthoma, gout and calcific hematomas, benign tumors such - 


as fibromas, fibrolipomas, chondromas and sclerosing hydromas, and, finally, in traumatic 


nodules. In certain of these the morphologic characteristics are sufficiently clear-cut to permit - 


a perfect individualization. However, in others it is necessary for differential diagnosis to 
make a complete survey of the patient. The greatest difficulty is in the distinction between 
the nodules of the treponematoses and those of rheumatic fever and rheumatoid arthritis. 


ACUTE DISSEMINATED Lupus ERYTHEMATOSUS: A DISEASE oF COLLAGEN AND OF AUTO- 
SENSITIZATION. R. RoBINEAUX and G. Vorstn, Arch, belges dermat. et syph. 15:371 
(Dec.) 1959. 


The authors suppose that under the action of a viral, bacterial, or toxic aggression. it. 
may come about that one cellular or tissue component is slightly changed to a degree sufficient — 


that it loses its individual specificity, but, nonetheless, retains its organ specificity. From the 
fact that it loses its individual specificity it becomes antigenic with regard to the organism 
to which it belongs and forces this latter to make a corresponding antibody. This last which 
is now specific for the organ in turn is bound to the corresponding organ where it produces 
lesions. These lesions then probably develop by a double process, which are common to antigen- 
antibody reactions: a specific direct cytotoxic effect, and a hyposensitivity reaction. This 
double process seems to take place in lupus erythematosus. A lengthy and well-selected 
bibliography gives support to the authors' thesis. 


PATHOGENESIS OF CHROME Eczema. J. W. H. Marr, Arch. belges dermat. et syph. 15 :390-412 
(Dec.) 1959. 


An excellent clinical, chemical, and histologic study in which the author makes the point 
that chrome dermatitis is inherently different from other forms of contact dermatitis in 
being essentially a periporitis. The author gives the following working hypothesis: bi- 
chromates applied. to an intact epidermis are reduced quickly, and linked to nonantigenic 
protein complexes. Those which pass through the sweat ducts under a nonreduced form 


combine with some elements in the dermis to make small molecular complexes with antigenic 
capacity. 


CLINICAL AND MycoLocicCAL STUDY or a Case or Kerton Causep Bv Sor. MicROSPORUM 
GyPSEUM. A. Avram, Arch. belges dermat. et syph. 15:432-442 (Dec.) 1959. 


The author reports a case of a boy with kerion caused by Microsporum gypseum which 
he proved is earth origin. The same strain isolated from the patient was found in the soil 
of his own garden and of another one nearby where the child used to play. Innoculation into 
guinea pigs and man with strains isolated from the soil was positive in both cases. 


GENERALIZED GRANULOMATOUS PANARTERITIS WITH IcHTHYOSIS SERPENTINA AND DERMATO- 
CHALASIS. H. LANGHor and J. Kunz, Arch. klin. u. exper. Dermat. 209 :551-571, 1960. 


A slowly progressive, nonitchy dermatosis developed in'a 44-year-old farmer over the 
last 20 years. Scaly plaques with enlarged inguinal and axillary glands were clinically diag- 
nosed as atypical mycosis fungoides. This diagnosis could not be confirmed histologically. 
Later ichthyosis serpentina, dermatochalasis of the genitoinguino region, granuloma annulare- 
like lesions of the scrotum, lymphomas of the mandibular angle, and tumorous infiltrates of 
the oropharynx developed. Death occurred from cardiac insufficiency. Postmortem examination 
revealed giant-cell angiitis affecting arteries of all sizes and granulomatous infiltrates with 
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E giant cells of the skin and glands. Author assumes that autohemotherapy given 20. years 

|... prior for eczema was the trigger mechanism for the development of this allergic angiitis. 


HOLLANDER, Springfield, Mass. 


p... 
- CHROMATOGRAPHY oF LiPIDs ON GLAss FrBER Paper. M. CERNIKOVA and J. HoRACEK, Arch. 
klin. u. exper. Dermat. 209 :572-577, 1960. 


Chromatography on glass fiber paper for separation of lipids of the skin surface and 
other natural lipid mixtures of serum and inner organs is described. With this method fat 
— . of the skin surface can be clearly distinguished from fat of other organs. 

y. b. HOLLANDER, Springfield, Mass. 


E. PERCUTANEOUS ABSORPTION OF ‘TRITIUM-MARKED PANTHENOL an MAN AND ANIMAL. 
ES. G. SrÜTTGEN and H. Krause, Arch. klin. u. exper. Dermat. 209:578-582, 1960. 

CN Tritium-marked pantothenyl alcohol (Panthenol) passes epidermis and corium and is 
_ . &bsorbed by cutaneous blood vessels. Panthenol incorporated with olive oil shows a lower 

< absorption rate than Panthenol dissolved in an oil-in-water base. Panthenol also penetrates 


-. skin appendages including hair roots. 
HOLLANDER, Springfield, Mass. 


—  . SKIN TESTS WITH PURIFIED TREPONEMA ParLipuĪ (TP) Vaccine. K. Kıray and I. Racz, 
EB Arch. klin. u. exper. Dermat. 209 :583-591, 1960. 

(a . . . . . 2 

E Skin tests with purified Treponema pallidum suspension were performed on 168 patients, 


—. including 122 syphilitics of various stages. Although this skin test is specific, it is not sensitive 
. enough for verification of positive sera, An ether-acetone soluble lipoid-like substance is the 
- antigen compound responsible for the positive reaction of the TP skin test. 

HorLANDER, Springfield, Mass. 


EXAMINATION OF SKIN FuNcTION IN IcHTHYosIS VuLGARIS. P. Zierz, W. KiessLING, and z 
"Xx A. Bere, Arch. klin. u. exper. Dermat. 209 :592-599, 1960. ui 
E The skin function was examined in 27 normal persons, 67 persons with ichthyosis vulgaris, | 
and 14 with psoriasis vulgaris by measuring hydrogen ion concentration (pH), alkali neutrali- ! 
= zation (method of Burckhardt), and alkali resistance (method of Burckhardt and Schultheiss). "dE 
— [n comparison with normal and psoriatic skin the skin in ichthyosis vulgaris showed increased 

alkalinity, slower alkali neutralization, and decreased alkali resistance. The results of the 

various experiments point to a functional inferiority of the skin in ichthyosis vulgaris. 





Ne HOLLANDER, Springfield, Mass. : 
p CLINICAL PICTURE or Mucous MEMBRANE INVOLVEMENT IN PusrULAm Psorrasis. H. J. B, 
E ScHUPPENER, Arch. klin. u. exper. Dermat. 209 :600-614, 1960. ay 
“ae i ‘ ; ; E 
c With regard to two new cases author describes the following mucous membrane manifes- ih: 
|... tations in pustular psoriasis (Zumbusch type); diffuse mucous membrane inflammation ] 
- (glossitis, stomatitis, laryngitis, conjunctivitis, balanoposthitis, and vulvitis) ; macular enan- E 
= . thema; exfoliatio areata linguae; annulus migrans of tongue, gingiva, palate, buccolabial ; 
= mucous membrane, and inner prepuce; papular lesions of reddish, yellowish, and whitish y 
= color; micro- and macropustules ; and bullous erosive changes of tongue and palate particularly. 
i a In one patient lingua geographica and annulus migrans lesions showed histologically intra- 
B epidermal spongiform pustules as did the skin. j 
Ec HOLLANDER, Springfield, Mass. | 
—. LOCALIZATION oF MESENCHYMAL DYSPLASIA IN STURGE-WEBER Disease. H. HónmrNG, Arch. 
P klin. u. exper. Dermat. 209 :615-624, 1960. 
Es A. 7-year-old boy with Sturge-Weber disease showed unusual symptoms: pial angioma; 
E nevus flammeus of the skin in the region of the third branch of the right trigeminal nerve, 
2 and dental anomaly (chronic sclerosis of the mandibular bone and dental sacs) within the 


distribution area of the nevug The described dysplasia-affected tissues originated from 
m mesoderm. Fifteen similar cases of Sturge-Weber disease are discussed. 


5 p HOLLANDER, Springfield, Mass. 

ES PATHOGENESIS AND HISTOLOGY oF KERATOACANTHOMA. H.-J. Cramer, Arch. klin. u. exper. 
NU Dermat. 209:625-636, 1960. 
^ SN Keratoacanthoma of the chin in a 76-year-old woman increased considerably in size after 
ie, dermabrasion. Histologically, keratinous epithelial cysts showed close relation to hair follicles. 
y 196/304 
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*: di^ . Author speculates on the possibility that the so-called acute skin carcinoma due to ther 
irritation (tar burn) and described by K. Ullmann in Jadassohn's “Handbook” may represent | 4 
keratoacanthoma. E. 
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HOLLANDER, Springfield, Mass. 


CARCINOMA or TONGUE IN EprperMoLysts BuLLosa Dysrropuica. F, SCHILLER, Arch. klin. : 
u, exper. Dermat. 209 :643-651, 1960. a 


The author found in the literature only eight cases of carcinoma in epidermolysis bullosa 
dystrophica (one carcinoma of tongue, one of oral mucosa, and six of legs). He adds another — 
case in which papillomatous growths and leukoplakia of the mucous membrane of the mouth i3 
and tongue existed and subsequently epidermoid carcinoma of the tongue developed. Carcinoma 
was found histologically &n postmortem examination only; seven biopsies performed during —— 
the last four years of the patient's life did not reveal carcinoma. ‘ee 

HOLLANDER, Springfield, Mass. c 
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GENERALIZED EPIDERMOLYSIS Acura Toxica. G. W. KonmrrNG and H. HOLZMANN, Arch. klin. Ba 
u. exper. Dermat. 210:1-13, 1960. IE 


An acute generalized bullous eruption with severe constitutional symptoms developed in | 
Be a 21-year-old chemist who worked with metachlorophenol, nitrosocarbazole and aminotriazole. 
There was epidermolysis of large areas of the skin resembling an acute burn. Nikolsky's  — 
sign could easily be demonstrated. The question whether or not the three agents with which E 
the patient had worked in the laboratory were responsible for this severe toxic skin reaction — 
cannot be answered by the authors. The observed case resembles the syndrome described by — 
Lyell as toxic epidermal necrolysis. Another similar case is mentioned with fatal outcome bs 
in a 63-year-old man in whom the bullous eruption developed after the use of Ingelan powder — — 


a (containing isoproterenol [aludrin] 0.5% and salicylic acid 0.5%). Lr 2 
b HOLLANDER, Springfield, Mass. A 
F . ^ % 
p MALIGNANT Syrus. W. Anam and G. W. KonrING, Arch. klin. u. exper. Dermat. 210 :14-26, a 
i 1960. a 
bo A case of malignant syphilis in a 45-year-old man is described. Histologic examination E 


) of a rupial lesion of the chest showed infiltration of the subcutaneous fatty tissue with E 
evidence of foam cells. Combined prednisone-penicillin therapy was effective. 


i HOLLANDER, Springfield, Mass. N 
ae 
: INFLUENCE OF CUTANEOUS APPLICATION OF HYALURONIDASE ON THROMBIN INHIBITION AND. ey, - 
£ CLEARANCE FACTOR oF HUMAN PLAsMa. G. SrÜTTGEN and H, Brister, Arch. klin. u. — — 
4 exper. Dermat. 210:27-33, 1960. r 
‘Se = o e e * . * -= . Mr 
y Inunction with 0.1% hyaluronidase ointment showed prolonged thrombin inhibition of the M 


É plasma and activation of the clearance factor. Subcutaneous injection of hyaluronidase pro- A 
a . . TX . . . 

longed thrombin inhibition without change of the clearance factor. Incubation of skin extracts 

and skin specimens with hyaluronidase produced liberation of coagulant substances. E 

E HOLLANDER, Springfield, Mass. E 


Mixep Tumors or SALIVARY GrANps. W. NriKoLowskKI, Arch. klin. u. exper. Dermat. 210: — 
34-52, 1960. E 
Clinic and histology of five cases of mixed tumors of salivary glands of the face and — - 

oral cavity are described. Clinical diagnosis is difficult, since these tumors may develop from 

parotid, submaxillary, and submandibulary glands as well as from glands of the palate, tonsils, 


and other glands of the oral cavity. Authors speculate on the ectodermal genesis of these _ E 

ia tumors; mesenchymal changes are considered induced. ee 
HOLLANDER, Springfield, Mass. 

$ b. 

GENESIS OF SYSTEMATIZED DERMATOSES. G. DAHM, Arch. klin. u. exper. Dermat. 210 :53-75, * 

1960. L 


Genesis of incontinentia pigmenti, systematized nevi, and lichen striatus is discussed in 
connection with Ito's hypothesis (systematization of pigmentations is based upon Voigt’s m 
boundary lines) and the role of the sympathicus as an organizer of systematized phenomena. 


HOLLANDER, Springfield, Mass. 
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Purpura IN ESSENTIAL CRYOGLOBULINEMIA. F. NÓDL, Arch. klin. u. exper. Dermat. 210:76-85. — ; 


. . 1900. 


JA case of recurrent purpura with findings of serum cryoglobulin in a 74-year-old man 
is described. No underlying disease was found. Course and clinical findings pointed to a- 


possible pathogenic role of phenacetin. Histologically clumping of erythrocytes in ectatic 
capillaries in form of the sludged-blood phenomenon and extensive protein precipitates within 
veins and capillaries were found. Histologic changes preceded constant cryoglobulin findings 


in vitro. 


HoLLANDER, Springfield, Mass. 


ANIMAL EXPERIMENTS FOR PATHOGENICITY OF YEASTS. C. Scmirren, H. Riera, and H. Koc, 
Arch. klin. u. exper. Dermat. 210:86-122, 1960. 
In the course of two years authors carried out comparative examinations with 2l species 
of yeasts (various Candida and Torulopsis species, Cryptococcus neoformans, and several other 
yeasts) on 1647 chick embryos, 450 mice, 160 guinea pigs, and 63 rabbits. The examinations 


- showed that Candida albicans can produce primary fatal candidamycosis in all four animal 
a .- . * * *- * . 
species. There are quantitative differences of infection ranging from death to tolerance for 


yeasts. If the tolerance limit is exceeded pathogenic yeasts are able to attack and destroy 
live tissue. Antibiotica usually lower the tolerance limit. Further spreading of infection can 
be stopped by increasing the tolerance limit. Sixteen tables give details of all examinations. 
These animal experiments do not allow any conclusions concerning pathogenicity in man. 
HOLLANDER, Springfield, Mass. 


TREATMENT OF HyprorLUoRIC Acip Burns. B. Branpr and P. BEHRBOHM, Berufsdermatosen 
8:46, 1960. 
Treatment of hydrofluoric acid burns with 1% hydrocortisone locally and prednisone in- 
ternally resulted in rapid healing. 
MonasH, Miami, Fla. 
THE TREATMENT OF Atopic ECZEMA WITH SvsrEMATIC Sreroms. I. B. SNEDDON, Brit. J. 
Dermat. 72:1 (Jan.) 1960. 


CORTICOSTEROID THERAPY IN BEsNrER's Eczema. I. C. LAMONT, Brit. J. Dermat. 72:7 (Jan.) 
1960. 

TREATMENT IN BuLLous DISEASES WITH CORTICOSTEROID DRUGS AND CORTICOTROPHIN. C. J. 
STEVENSON, Brit. J. Dermat. 72:11 (Jan.) 1960. 


STEROID THERAPY IN CoLLAGEN Diseases. R. L. Ricwarops, Brit. J. Dermat. 72:22 (Jan.) 1960. 


ADRENAL CORTICAL FUNCTION AFTER STEROID THERAPY. W. A. DEWAR and W. G. WHYTE, 
Brit. J. Dermat. 72:31 (Jan.) 1960. 


SIDE-EFFECTS OF SYSTEMATIC ADRENAL StTexorp THERAPY. B. E. C. Normin, Brit. J. Dermat. 
72:50 (Jan.) 1960. 


A good review of the effects of corticosteroids on the above diseases. 
Hurr, Evanston, Ill. 


THE BUFFERING PROPERTIES OF KERATIN Scrapincs. G. B. DowriNG and P. F. D. NAYLOR, 
Brit. J. Dermat. 72:51 (Feb.) 1960. 
The buffering action of a water extract of keratin scrapings is due to the presence of 
free amino acids, and to a lesser extent of insoluble keratoprotein. 
Hurr, Evanston, Ill. 
Tue Source or Free AMINO Acrps IN Keratin Scrapincs. G. B. Dow tne and P. F. B. 
Naytor, Brit. J. Dermat. 72:57 (Feb.) 1960. 
Amino acids originate from epidermal cellular protein rather than from sweat or from 
the hydrolysis of keratoprotein.e 
Hurr, Evanston, Ill. 


THE EFFECT OF AGE ON THE PH or THE SKIN SURFACE IN THE First WEEK oF Lire. J. M. 


B E. A. CHEESEMAN, A. A. H. Garey, D. W. NELL, and J. D. Merrett, Brit. J. 


Dermat. 72:62 (Feb.) 1960. 


A high pH on the first day of life falls during the first week to a normally acid skin pH. 


Hurr, Evanston, Ill. 
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ABSTRACTS FROM CURRENT LITERATURE 


THE IRRITANT Errect oF SOAP UPON THE NorMAL SKIN. F. R. BrerrLev and E. DONOGHUE, 
Brit. J. Dermat. 72:67 (Feb.) 1960. 


The irritant effect of soap is not due to the alkalinity but rather depends upon the 
presence of fatty acids of lower molecular weight and upon its power of penetrating the 
epidermal barrier. 


Hurr, Evanston, Ill. 


PHYSIOLOGY AND PHARMACOLOGY OF THE SKIN 1958/1959. G. H. Frnptay and R. Koorj, 
Dermatologica 119 :360, 1959, 


This splendid review of the literature is presented under the following headings: 
(1) Chemistry 
(2) Metabolic and other processes 
(a) Enzymes, ground substance, melanogenesis, etc. 
(b) Hormones 
(c) Sebaceous and sweat glands 
(d) Vascular and circulation studies 
(3) Physical processes including photobiology 
(4) Pharmacology. 
There are 187 references. 
MonasH, Miami, Fla. 


REVIEW OF INVESTIGATIONS OF SOME SOVIET AUTHORS IN DERMATOLOGY AND VENEROLOGY IN 

THE YEAR 1958. N. S. SMeLorr, Hautarzt 11:1-3 (Jan.) 1960. 

Twenty cases of coccidioidomycosis are reported by A. N. Arawijskij. He recommends, 
as therapy, the use of Sulfodimesin (4-6 gm. daily for 10-12 days) and in addition injections 
of thiamine (vitamin Bi) and streptomycin. 

K. A. Kalantaewskaja reported on effect of thyroidectomy and castration on the skin of 
dogs, guinea pigs, and rabbits. In sexually mature animals, castration produces hypertrophy 
and increased activity of the sebaceous glands. After artificially produced long lasting hyper- 
thyreosis and after prolonged administration of methyltestosterone, atrophy of the sebaceous 
glands was produced. After thyroidectomy, there is produced at first a hypertrophy, followed 
by atrophy of the sebaceous glands, together with degenerative changes. 

N. S. Smeloff and W. A. Laptew treated 13 patients with dermatitis herpetiformis 
(Duhring disease) with diaminodiphenyl sulfone, 0.05 to 0.1 gm. twice daily, with good results. 

A. M. Arjewitsch and O. W. Tjufilina report the first chemical experiences with the 
preparation Epilin. It contains paraoxyaromatic fats and aromatic ketones. A 2% ointment 
was used in children with mycotic disease of the scalp. The ointment was applied twice daily 
for six weeks. Epilation appeared after 18-20 days, in some cases even earlier. Application 
of Epilin on one area may produce complete epilation of the scalp. Ninety-two per cent of 
the children were cured. There were no symptoms of general intoxication, but local side- 
effects included conjunctivitis, blepharitis, pyodermas, and hyperkeratosis follicularis at the 
area of application. 


MoNasH, Miami, Fla. 


TREATMENT OF ZOSTER WITH DIHYDROERGOTAMINE-SANDOz. V. Matanié, Hautarzt 11:32-34 

(Jan.) 1960. ij 

Sixty-six patients were treated with oral and subcutaneous dosages of dihydroergotamine- 
Sandoz. The best results were obtained with a combination of the two types of treatment, 
namely, daily doses of 7.5 mg. orally and 2 ml. subcutaneously. 

Pain and itching diminished after one day and the blisters disappeared aíter six to eight 
days. 

MonasH, Miami, Fla. 


Dracnostis or FIXED ERUPTIONS WITH Description or SumsrANcES Causinc THEM. A. W. 

ENGELHARDT, Hautarzt 11:49-57 (Feb.) 1960. " 

After listing some 70-odd substances reported in the literature as causing fixed eruptions, 
the author comes to the conclusion that two tests are of value in determing the etiology 
of such an eruption. These are (1) an intracutaneous or patch test on the affected skin 
(this must be positive to be of any value), and (2) a positive test after exposing the 
individual to the substance by ingestion. A positive patch test on uninvolved skin will dif- 
ferentiate a contact dermatitis from a fixed type of eruption. 


MoNasH, Miami, Fla. 
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ARCHIVES OF DERMATOLOGY 


PARAXANTHOMATOUS SySTEMIC Hisriocytosis. A. BAcCAREDDA-Boy, Hautarzt 11:58-63 (Feb.) 
1960. 


Another case is described of what has been called in the American literature “reticulo- 
histiocytoma” or “reticulohistiocytic granuloma with mutilating arthritis" or “multicentric 
reticulohistiocytosis of the skin and synovia.” The absence of lipoids in the large cells in 
the lesions serves to distinguish this disease from the xanthomata. 

MonasH, Miami, Fla. 


THE HISTOCHEMISTRY OF SCLERODERMA. L. SzoporAy and Ce Tuza, Hautarzt 11:63-66 (Feb.) 
1960. 


The firt changes in scleroderma are found in the blood vessels, namely proliferation of 
the intima and edema in the adventitia. These changes take a diffuse form. In addition to 
the clinical observations (the large percentage of cases that are unilateral or have a seg- 
mental distribution), the presence of an increased acetyl choline content of sclerodermatous 
skin tends to show that the changes in the blood vessels are caused by nervous influences. 

In the blood serum of all the patients with a diffuse scleroderma, there is an increase 
of mucoproteids. In cases of morphea, the mucoproteid content is near the upper normal limit. 

The direct cause of the connective-tissue sclerosis which follows the vessel changes is 
the appearance of pathologic mucopolysaccharides. This is followed by hypertrophy of the 
collagen and homogenization of the collagen fibers. The above findings support the opinion 
of Emmrich that scleroderma is a generalized disease, for which he advocated the name of 
scleropathia. 

MonasH, Miami, Fla. 


CUTANEOUS PERIARTERITIS NoposA. R. K. WINKELMANN and H. Montcomery, Hautarzt 
11:82-86 (Feb.) 1960. 


Four cases are described. The following points are emphasized: (1) The disease may 
have a benign course even without therapy. (2) The most frequent skin change is a livedo 
reticularis together with other skin changes, such as nodule formation, with eventual ulcera- 
tion. (3) General examination shows only slight changes, such as occasional joint and muscle 
pains, fever, or weakness. (4) Histologic examination of the arteries corresponds exactly to 
those found in other organs. (5) The process can be controlled by treatment with corticosteroids. 

MoNaAsH, Miami, Fla. 


CHONDRODERMATITIS NopULARIS CHRONICA Heticis. H. Haper, Hautarzt 11:122-127 (March) 
1960. 


In three cases, structures were observed histologically which resembled glomus tumors, 
and in one case arteriovenous anastamoses could be seen. It is postulated that these anastamoses 
were stimulated by the inflammatory reaction and that together with hyperplastic changes, 
there resulted the formation of a glomus tumor. 


MonasH, Miami, Fla. 


A Mucus GRANULOMA OF THE TONGUE. O. BrAuN-FALco, Hautarzt 11:131-133 (March) 1960. 
What was originally thought to be a mucus retention cyst on the side of the tongue, proved 
on biopsy to be a collection of mucus in the papillary region of the mucosa, surrounded not 
by epithelium, but by granulation tissue. The duct leading to the area was enlarged and had 
probably ruptured as the result of trauma. 
MonasH, Miami, Fla. 


HISTOCHEMISTRY IN DERMATOLOGY. G. FALCHI AND PUPILS (SACCHI, RABBIOSI, BRUNI, 
SERRI, TINOZZI), WITH THE COLLABORATION OF M. VIALLI, W. MoNTAGNA, and R. A. ELLIs, 
Minerva dermat. 34:373-508 (Supp. [Jan.-March]) 1959. 


This monographic 135-page report read at the Annual Meeting of the Italian Society of 


Dermatology, in Pavia, Italy, Sept, 1959, with the participation of Montagna and Ellis of 
Brown University is difficult to summarize in a few lines. Fortunately a 16-page review, in 
English, can be found in the excellent new Italian gen. rev. dermat. (Nov.-Dec.) 1959. 


RONCHESE, Providence, R. I. 
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ANNOUNCEMENTS 


National Leprosy Study Center Loan Slide Collection —The National Leprosy Study 
Center has prepared a loan collection of histologic slides illustrating the various pathologic 
changes in leprosy. An illustrated set of protocols of the cases from which the lesions were 
obtained accompanies the set of slides. These may be obtained, without charge, on a three- 
week loan basis by pathologists and dermatologists. Application should be made to the 
Medical Officer in Charge, U.S. Public Health Service Hospital, Carville, La. 


Papers for A.M.A. Section on Dermatology.—Dermatologists and other physicians 
who may be interested in presenting a scientific paper before the Section on Dermatology 
of the American Medical Association, which meets in New York City in June, 1961, are 
invited to submit the title and a 100-to-150 word abstract of the proposed paper for considera- 
tion by the program committee. Abstracts should be sent to the Secretary of the Section on 
Dermatology, Dr. Edward P. Cawley, University of Virginia Hospital, Charlottesville, Va. 
The date for submission of the completed program has been moved forward by the A.M.A. 
and the deadline for submission of abstracts is Nov. 15, 1960. 


Prize-Winning Essay, American Dermatological Association.—Dr. V. J. McGovern 
of Sydney, Australia, read his prize-winning essay on “The Mechanism of Photosensitivity : 
An Experimental Study” at the 80th Annual Meeting of the American Dermatological Asso- 
ciation, Inc., held at the Boca Raton Hotel and Club, Boca Raton, Fla. Dr. McGovern is 
director of the Fairfax Institute of Pathology in the Royal Prince Alfred Hospital at 
Sydney, Australia. 

Papers for the Eleventh Annual Essay Contest should be submitted to the Secretary of 
the American Dermatological Association Research and Educational Fund, Inc., Dr. Wiley M. 
Sams, 308 Ingraham Building, Miami 32, Fla., not later than Nov. 1, 1960. 
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Books 


Die Pocken Erreger, Epidemiologie und Klinisches Bild (Pox Diseases of Man and 
Animals). By Prof. Dr. A. Herrlich and Dr. Med. Vet. A. Mayr. Price, $15.25. 
Pp. 295, with 79 (black and white, and colored) illustrations. Georg Thieme Verlag, 
Herdweg 63, (14a) Stuttgart, Germany. Obtainable in U.S.A. and Canada through 
Intercontinental Medical Book Corporation, 381 Fourth Ave., New York (16), 1960. 


This monograph covers the subject thoroughly from the standpoint of diagnosis, treatment, 
and control of epidemics. The illustrations, especially the colored ones, of which there are 
34 plates, are excellent. The bibliography is extensive. 

That this subject is not without interest in this modern age of air travel is shown by 
the fact that in the past few years cases of smallpox have been reported in England, 
Germany, France, and Italy, among other countries. In this hemisphere, in 1957, there were 
2.103 cases in Colombia, South America. 

The book is highly recommended. 


Progress in the Biological Sciences in Relation to Dermatology. Edited by Arthur Rook, 
M.D. Cloth. Price, $15.00. Pp. 480. Cambridge University Press, Bentley House, 
200 Euston Road, London, N.W.1; American Branch: 32 East 57th St., New York 22, 
1960. 


This book consists of lectures given in the Post-Graduate Medical School of the University 
of Cambridge from Sept. 22 to 29, 1958. The articles are arranged in eleven sections: the 
Melanocyte and Melanogenesis, Cutaneous Innervation, the Histochemical Investigation of 
the Skin, Bacteriology and Mycology, Psychophysiological Mechanisms, Comparative Medi- 
cine, Immunology, Inflammation, Carcinogenesis, Radiation of the Skin, and Pharmacology. 
The authors are all well-known English investigators. The subjects are discussed selectively 
and adequately but not exhaustively. The readability varies from article to article, but the 
over-all quality is excellent. Each article is followed by an adequate bibliography for those 
stimulated to further reading on any subject. 

This is a book which must be read by every physician interested in dermatology. It holds 
much of interest for all physicians. It is of no interest only to the rare intellectually moribund 
physician whose curiosity about laboratory investigators is limited to two questions: 1. What 
good it is? 2. Why don’t you do something practical? 


Aktuelle Probleme der Dermatologie (Current Problems in Dermatology; Problemes 
Actuels de Dermatologie). By R. Schuppli, Basel. Price, $13.50. Pp. 522, with 95 
illustrations. S. Karger, AG, Arnold Bócklinstrasse 25, Basel; American Representa- 
tive, Albert J. Phiebig, P.O. Box 352, White Plains, N.Y., 1959. 


This volume is a compilation of papers dedicated to the late Wilhelm Lutz on the Occasion 
of his 70th birthday. The majority of the papers are in German, a few are in English. The 
subjects are all of an investigative type and contain a tremendous amount of important 
information. The authors, in the main, are of the younger active group in continental derma- 
tology. One cannot discuss any particular paper, because they are all of real value. It 
certainly is a book that can be highly recommended for the libraries of dermatology depart- 
ments. It also has a distinct place among the reference volumes for those interested in 
research and dermatology in its broadest sense. The volume is a credit to the editor and a 
fine memorial to Professor Lutz. 


Prophylaxis and Treatment of Decubitus Ulcers. By R. Villain. Price, not given. Pp. 
108, with numerous pictures and 1 color plate. L'Expansion scientifique francaise, 
15 rue St. Benoit, Paris 6*, 1960. 


This short but excellent monograph should be read by everyone who has to deal with 
bedridden patients, for any of these last may be victims of bedsores. The author describes 
the pathogenesis of these ulcers, their histology, and prophylaxis. He points out that it is 
scandalous that the patients who are in greatest risk of decubitus ulcers are carefully treated 
for their major disease without any attention being directed against the development of 
bedsores. These ulcers, he adds, should, like hospital gangrene, become historic lesions. Of 
considerable interest is the surgical cure of these ulcers, which is very successful in his hands. 
The absence of bibliography underscores the fact that the book represents a synthesis of his 
personal experiences over many years. It is unequivocally recommended. 
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Education for Dermatology in the United State 


Some Personal Views on Doctors, Dermatologists, and Dodos 


MARION B. SULZBERGER, M.D., New York 


The way in which it, that most marvelous of all the inventions of the gods—the mind of 






/: 


-—— 


man—has grown through its reactions to its experiences is one of the basic facts, and one 
of the inspiring facts, of human history. That diseases and injuries, and skin diseases in 
particular, have played a large part in this progress is a major fact in the history of civiliza- 
tion which medicine may contemplate with satisfaction—yes—but which must be accepted 
also with a sober sense of the reponsibility which it has now and has always had.—William 


Allen Pusey, 1934. 


Each year, the President of our country 
officially reports on the state of the Union. 
With medicine moving at the rate it is, it 
would seem advantageous that every few 
years at least the President of this Associa- 
tion should assay the state of American 
Dermatology and its future. Of course, 
what I am saying today is based mainly on 
personal opinions, but I hope that most of 
you will find my statements accurate and 
my questions timely and constructive. Der- 
matologists, like all others who are engaged 
in a high endeavor, must recognize some 
precise objectives and try to find effective 
means for achieving them. 


"Dermatology"—Not “Cutaneous 
Medicine” 
Let me say at once that I am not in accord 
with those who would change the name of 
our specialty from “dermatology” to “cu- 
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taneous medicine.” I say this not only be- 
cause of the glorious past achievements 
connected with the name of dermatology, 
but also because "cutaneous medicine" is 
much too narrow a term. The suffix “ology” 
is derived from “logos, the word"— what 
there was in the beginning: dynamic truth 
which has the power to create all knowledge, 
all science, all art! 

"Dermatology," therefore, means much 
more to us than just "medicine of the skin." 


It includes all the science and the art which © 


can be applied to the study of the skin and 
all the knowledge which has been, is being, 
and will be garnered from the study of the 
skin. When one regards dermatology in this 
wide and true sense, its major objectives can 
be expressed in the two following state- 
ments : 

l. To reduce the suffering caused by dis- 
eases principally affecting the skin or mani- 
festing themselves principally in the skin; 
and 

2. To investigate the skin and all phe- 
nomena which may affect or which may be 
affected by the skin, through every avenue 
which can lead not merely to a better un- 
derstanding and conquest of skin diseases, 
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but also to the advancement of all medicine, 
of all biologic science, and indeed of all 
human progress. 


Is There an Imbalance? 


I would like to examine with you today 
the question of whether American Derma- 
tology is preserving the essential balance in 
pursuing these two fundamental goals. 


Dr. J. Lamar Callaway, in his Presidential 
Address last year? recounted many of the 
scientific contributions of dermatology to 
general knowledge. And I think that we can 
agree that there does not seem to be any 
immediate danger of a slowing up of acquisi- 
tions to scientific knowledge through der- 
matologic research in the United States. The 
thriving Departments of Dermatology from 
New England to California and from Ore- 
gon to Florida which are devoting their 
major efforts to research attest to the bright 
prospects here. And even were these many 
new research-oriented departments of der- 
matology not in existence, the volume of 
dermatologic research would still be grow- 
ing—for it is a noteworthy, if somewhat 
astonishing fact, that in the United States 
about two-thirds of what can be justly classi- 
fied as grants to support dermatologic re- 
search are going to support dermatologic 
research by nondermatologists and outside 
of departments of dermatology.? With the 
continuing growth of dermatologic research 
seemingly assured for the time being, I raise 
the question as to whether we in dermatology 
are doing all we can to preserve the neces- 
sary balance between clinical investigation 
and laboratory research, between clinical 
facilities and laboratory equipment, and 
above all, between clinical teaching and basic 
science instruction. 


No specialty has shown more unequivo- 
cally than Dermatology that fundamental 
research is one of its main objectives; but 
must we Dermatologists not at some point 
ask ourselves whether we are giving the 
present generation, and whether we will be 
giving the next generation of sufferers from 
skin diseases, the best that science has to 
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offer them in prevention and treatment? And 
are we teaching the oncoming physicians 
how to recognize and manage skin diseases, 
and are we teaching them to give our 
specialty the respect and attention it de- 
serves, because of both its past achievements 
and its future potential? 


These are questions for which I believe 
we must find forthright answers, even 
though perhaps unpopular ones. I, for one, 
feel that there may be, not only in Der- 
matology but in all of medical education in 
this country, a growing risk of producing a 
harmful imbalance between basic science 
teaching and laboratory research on the one 
hand, and clinical teaching and clinical in- 
vestigation on the other. Perhaps some of 
you will think that I am tilting at windmills. 


In order to show you that this is not the 


case, let me quote the following statements 
of unbiased and well-informed experts: 


"All of us who watch the unfolding scene 
in medicine must feel as you do that the 
popular obeisance to 'research' holds some 
threat to the intellectual and professional 
unity of medicine. An organism can take 
only so much growth hormone if it is to re- 
main intact and functional." This was in a 
letter written to me on August 27, 1959, by 
Dr. R. Keith Cannan, not in his official ca- 
pacity as Director of the Division of Medi- 
cal Sciences of the National Research 
Council, but as a personal opinion. 


Another statement: “Established and 
accepted sources, both public and private, 
today support the research function ade- 
quately. The educational function on the 
other hand is restricted from its needed 
growth, both qualitatively and quantita- 
tively, because adequate funds are not 
available." This statement is in a publication 
by Dr. James A. Shannon, Director of the 
National Institutes of Health, in May, 1959.* 


My next quotation is the following: “So 
far-reaching and spectacular have been many 
scientific successes achieved by governmen- 
tally supported effort, that the resultant en- 
thusiasm of some of those most concerned 
has obscured for them a basic fact New 
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knowledge, alone, does not bring better health 
to our people. If our objective be a healthier 
America, we must make sure that the edu- 
cation of doctors continues to keep pace with 
research and that the standards of medical 
care are continuously improved.” This is a 
statement in a letter written to Dr. I. S. 
Ravdin by Henry C. Meadow, Associate 
Dean of Harvard University Medical School, 
on Dec. 28, 1959, and circulated among 
members of the Study Sections of the Na- 
tional Institutes of Health. 

From the many recent and authoritative 
statements in the same vein, I have selected 
the following as my final quotation: 

"Appropriations to the National Institutes 
of Health have increased fourfold in the 
last six years....This increase gives me 
cause for concern. I am concerned lest it 
should lower the quality of the projects sup- 
ported by increasing the flow of grant 
applications more rapidly than the proce- 
dures for their careful appraisal can be 
effectively adapted, and I am concerned lest 
it should cause too great a diversion into 
research of the manpower and other re- 
sources needed for equally vital teaching 
and medical practice . 


"Because the American taxpayer is en- 
titled to have his tax money spent wisely and 
efficiently, I am directing the Secretary of 
Health, Education, and Welfare, and the 
Surgeon General of the Public Health Ser- 
vice to take appropriate steps to satisfy 
themselves that the following criteria will be 
observed in the review of any new research 
project: (1) That it is of such high priority 
and great promise that its deferment would 
be likely to delay progress in medical dis- 
covery; and (2) That it will not result in 
the harmful diversion of manpower and 
other resources needed for teaching and 
medical care services , . ." 

These are excerpts from the statement 
made on Aug. 14, 1959, by the President of 
the United States on signing the Appropria- 
tion Bill for the Department of Health, 
Education, and Welfare.® 
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Some Historical Background 


From the history of medical education in 
the United States, one can get hints as to 
why the attention and respect accorded to 
clinical teaching and clinical medicine may 
be continuing to diminish in some of our 
present medical schools. 

Let us look back fifty years at the Flexner 
report $ of 1910, which describes as follows 
the preexisting conditions in many of the 
medical schools of the United States of 
America : 


“Income was simply divided among the 
lecturers, who reaped a rich harvest besides 
through the consultations which the loyalty 
of their former students threw into their 
hands. ‘Chairs’ were therefore valuable 
pieces of property, their prices varying with 
what was termed their ‘reflex value.’ Only 
recently a professor in a now defunct 
Louisville school who had agreed to pay 
$3,000 for a combined Chair of Physiology 
and Gynecology, objected strenuously to a 
division of the Professorship assigning him 
physiology on the ground of ‘failure of con- 
sideration’—for the ‘reflex,’ which consti- 
tuted the inducement to purchase, went 
obviously with the other subject. 


"No applicant for instruction who could 
pay his fees or sign his note was turned 
down. State Boards were not as yet in 
existence. The school diploma was itself a 
license to practice. The examinations—brief, 
oral and secret—plucked almost none at all. 
Even at Harvard, a student for whom a 
majority of nine professors ‘voted’ was 
passed. The man who settled his tuition bill 
was thus practically assured of his degree, 
whether he had regularly attended classes 
or not, Accordingly, business throve." 


We all know how these revelations of the 
shocking state of medical education in our 
country led to an almost miraculous trans- 
formation. he medical schools of this 
country have become true graduate schools 
of great universities, with entrance require- 
ments, impartial examinations, and academic 
standards and ideals second to none. We 
also know well the work of the state and 
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national licensing boards, of the Specialty 
Examining Boards, of the A.M.A. Resi- 
dency and Hospital and Education and 
Licensure accrediting Councils and Commit- 
tees, of the American Association of Medical 
Colleges, and of the training grant programs 
and fellowships of the National Institutes 
of Health, and of many other private and 
governmental agencies and foundations—and 
how these and similar efforts have all con- 
tinually and successfully raised the level of 
both our undergraduate and graduate medi- 
cal education. 

In order to accelerate these improvements, 
it was necessary for the concerted efforts of 
far-seeing minds and great fortunes to 
establish endowed Chairs and to supply other 
huge endowment funds, so that much of the 
teaching could be taken out of the hands of 
unqualified practitioners. In most places a 
beginning was made by establishing full- 
time Chairs in the basic medical sciences. In 
the first decades of the twentieth century, 
there thus came into our medical schools 
many young and dedicated scientists who 
devoted their full time and minds to the 
program of the medical school. For many 
years this worked very well indeed. The 
faculty members of the clinical departments 
rubbed shoulders with, and absorbed 
methods from, the basic scientists. They 
learned to apply these methods as far as 
possible to their own clinical problems. The 
gifted clinicians: the Oslers, the Halsteds, 
the Cushings, the Longcopes, the Docks, the 
Peppers, the Duhrings, the Schambergs, the 
Mac Kees, and the Wiles, and the many other 
magnificent medical and surgical clinicians 
and teachers were fully a match for the 
new basic scientists. The great clinicians 
had the friendship and admiration of the 
trustees, the attention of the press, the 
respect and confidence of the public, and it 
was they who brought the rich and famous 
patients and the prestige and endowments to 
the hospitals and schools. It was they who 
attracted the gifted students—and practically 
without exception, the clinicians recognized 
the value of the new basic scientific. ap- 
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proaches and used them for the benefit of 
their patients and for the improvement of 
their teaching. The basic scientists, in turn, 
were often in daily and intimate contact 
with the great clinicians and became familiar 
with their intricate and demanding human 
and clinical problems. And so, in an atmos- 
phere of mutual respect, there came the 
era of American medical education which 
was inferior to none in its training of great 
physicians, and we are still profiting from 
the fruits of this great era today. 


Needed: Education for 
Practicing Physicians 


I could name many a school in which 
the curriculum has the correct proportions 
of clinical teaching and clinical investigation 
in good balance with basic science research 
and basic science instruction. But I am com- 
pelled to ask whether this 1s true everywhere, 
or whether in some of our medical schools 
the swing toward basic science may not be 
encroaching too greatly on clinical teaching 
and clinical investigation. Are we, in some 
of our medical schools, tending to swing too 
far away from the sound clinical indoctrina- 
tion which is needed in order to make good 
physicians ? 

If anyone believes that through speeding 
the advances of basic science, one may per- 
haps be able to decrease the legions of the 
sick requiring medical attention or the need 
for practitioners of medicine in the future, 
let him read René J. Dubos' magnificent 
statements in "Medical Utopias," a Lowell 
Lecture on Disease and the Advancement of 
Basic Science.’ Or let him regard the fact 
that in the past year there were 8,392 
physicians from 91 different countries need- 
ed to man hospital internships and residencies 
in the United States. Or the fact that it is 
estimated that in 1970 we will need about 
1,900 more,® and in 1975 about 3,300 more !? 
doctors of medicine per year than our 
present medical schools, even with their 
planned expansion, will be able to turn out.!! 

And with the ever-increasing demands for 
scientific. knowledge, and the number of 
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medicaments and procedures which the 
practicing physician must know and use 
in diagnosis and therapy, plus the increasing 
proportion of the young, the unfit, and the 
aged in our population, it is safe to predict 
that a much greater physician-to-population 
ratio will be needed to maintain our nation’s 
health in 1970 than the approximately 1 to 
every 755 now available.!! 


Attempts at Continuous Education 


I know by personal contact that many 
graduates of our medical schools and intern- 
ships are now feeling that they are deficient 
in practical instruction. To remedy this, the 
young physician who first hangs out his 
shingle has recourse to several methods: 

One of these is self-education after gradu- 
ation and internship, a form which 1s tedious, 
too difficult for many, and at best riddled 
with mistakes. The physician who begins 
his practice with knowledge of mainly labo- 
ratory science and without the skills of his 
craft and art is not calculated to raise the 
public’s opinion of the value of medicine. 
As one student put it the other day: “I know 
just how to examine and treat a guinea 
pig that has been exposed to horse dander— 
but what do I do with a baby with eczema?”’ 


A second attempt at medical education 
after graduation is for the physician to take 
some form of postgraduate education by 
medical schools and hospitals. It is of course 
notorious that this part of medical education 
by our universities is weak and haphazard 
at present and requires a great deal of atten- 
tion and strengthening. 


A third form of the physician’s medical 
education after graduation is by advertise- 
ment and Madison Avenue methods: by 
throw-away journals, detail men, planted 
articles, mailed samples, and other forms 
of public relations from the pharmaceutical 
industry and others who purvey their wares 
to or through the medical profession. This 
form of medical education is powerful, rich, 
and growing in effectiveness. According to 
a reliable source, the following are the fig- 
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ures for expenditure of the pharmaceutical 

industry in the United States in 1958: 
$33,000,000 for journal advertising; 
$34,000,000 for direct mailings; 
$75,000,000 for detailing, or a total of 
$142,000,000 per year. 

I need not point out that despite some of 
the good features of the medical education 
which this huge sum pays for, this form of 
“education” possesses many drawbacks, in- 
evitable biases, and other properties which 
can at times make it more harmful than 
helpful. 


Threats to a Happy Partnership 


If there seems to be some danger now 
that some of our great medical schools may 
be tending to emphasize basic research and 
laboratory teaching to a point at which they 
may be encroaching upon the essential clini- 
cal instruction, what are the forces which 
may be tending to upset the required 
balance and may be threatening to wreck 
the happy partnerships between clinical 
teacher and clinical investigator on the one 
hand, and the teacher and research worker 
in the laboratory and basic science fields on 
the other? I am convinced that there are no 
more important questions in regard to 
medical education than these and that we 
must find their answers if our medical 
schools and our doctors are to continue to be 
great. 


So I have thought about these questions 
a great deal and venture to give you some 
of my speculations. 


In the first place, we are living in a cli- 
mate in which science has begun to assume 
the proportions of a near-deity. It is be- 
lieved to be all-powerful and to hold in its 
hands the answers to all the questions and 
troubles of mankind. And this belief has 
been growing ever stronger in our country 
since the advént of Sputnick, 


It is, therefore, only to be expected that 
in consonance with the great general paean 
in praise of science, all those who have 
money to give or have the power to grant 
the funds of others should join their voices 
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to swell the chorus. Thus, it is no longer 
the experienced clinician, but the skilled 
basic science research worker who brings 
into the medical schools most of the huge 
sums they so urgently require for carrying 
on their good work, as well as contributing 
a lion’s share to the school's prestige. It 1s 
therefore not to be wondered that those 
charged with the truly back-breaking task 
of keeping the medical schools fed with the 
enormous funds which they daily devour 
may often be inclined to look with favor 
on the giving of important faculty positions 
to research workers who can attract large 
sums, rather than to experienced clinicians, 
teachers, or even administrators. 


This is particularly unfortunate when 
these research workers are not inspired 
original thinkers, or inspiring teachers, but 
well-connected persons who know just where, 
money is available at the moment and how 
to fill out the complicated grant application 
forms in such a manner as to obtain funds 
from the granting agencies. 


There is still another force, and a very 
powerful one, which may tend to upset the 
equilibrium. It is generally the laboratory 
men who chat together informally before, 
after, and between committee meetings; who 
daily lunch together, and who, unlike many 
clinicians, have no heavy extramural pro- 
fessional responsibilities. Thus it is quite 
comprehensible that they, whose sole re- 
sponsibilities lie within the medical school, 
should be given the chairmanship of im- 
portant committees and have powerful 
voices in formulating policies. It is like the 
girl in America who jealously wrote to her 
boy friend in Australia: "What have the 
Australian girls got that we haven't got?" 
and received the reply, "Nothing—but they 
have it here!" 

That irreconcilable differences in points 
of view should arise between! groups of 
beings as dissimilar in both constitution and 
conditioning as the average basic scientist 
and the average clinician, was inevitable. 
Basic scientists are not subjected to the 
hourly encounters with pain and despair, the 
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broken or sleepless nights, the strident tele- 
phone bells and urgent alarms, the awesome 
responsibilities of daily decisions which can 
bring either happiness or sorrow, and above 
all the doubts as to whether the decision just 
made or the course just chosen was the 
correct one. 

Nor can the basic scientist know and feel 
the almost indescribably beautiful reward of 
a suffering relieved or a death delayed. 

The practising physician, on the other 
hand, 1s generally not privileged to enjoy the 
regular hours, the predictable even though 
smaller income, the future security, the 
luxury of leisure for uninterrupted thought, 
and the pure intellectual joy of clear-cut 
solutions of scientific problems in which 
all of the factors are known and accounted 
for, and every point falls on its appointed 
and predicted place in the logarithmic curve 
and there are no loose ends. 

Conflicts arising from the honest dif- 
ferences of opinion of two such dissimilar 
groups have surely not been made less bitter 
by the fact that even the experienced and 
dedicated basic scientist, who is really con- 
tributing so vitally to the medical school 
and who has often made so many sacrifices 
of time, of leisure, and of money, is usually 
forced to live, and have his family live, on a 
salary which appears to be considerably less 
than the income earned by some beginning 
practitioner, particularly in the surgical 
fields. 

These two groups of persons who should 
work together and upon whose understand- 
ing the future success of every medical 
school today actually depends, are often 
unable to reach mutual understanding. I 
have seen recent deplorable instances in 
which the full-time basic scientist, quite 
forgetful of the practitioner’s tax status, his 
obligatory expenses, his malpractice-suit 
risks and insurance problems, his lack of 
pensions, his lack of social security benefits, 
of sabbatical years or of paid vacations, and 
his other hazards and disadvantages, re- 
garded the practitioner as a person who has 
deserted an intellectual life with high ideals 
in order to get rich. While I have witnessed 
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recent equally regrettable occasions on which 
the clinician expressed his opinion that the 
basic scientist was practically a deserter 
from the company of those engaged in noble 
and arduous front-rank battle with disease 
in order to gain security and a protected 
way of life and pensions for himself and 
family. In such a climate of reciprocal mis- 
understanding it is not to be wondered that 
the basic scientists on the faculty are some- 
times inclined to use their power in order 
to favor the appointment of basic science in- 
vestigators and research workers rather than 
clinicians as heads of even clinical depart- 
ments. 


As I have said, this natural inclination of 
the heads of basic science departments is 
likely to receive encouragement from admin- 
istrators and trustees. The young basic 
scientists not only bring in more funds, but 
they are also far easier to obtain than 
seasoned and therefore generally necessarily 
older clinicians as full-time heads of clinical 
departments at salaries which the medical 
schools feel they can afford—especially in 
the so-called minor specialties. Nor can 
most medical schools today really afford to 
give the “minor specialties” all of the funds, 
clinical facilities, and space which they re- 
quire: the teaching beds, the out-patient 
space and time, the diversified clinical labo- 
ratories, the special and often expensive 
equipment, the technicians, the nurses, and 
the numerous additional costly essentials 
which a well-rounded clinical department 
headed by an experienced clinical teacher 
would demand. 


A Dangerous Trend 


Obviously, the continuation of any trend 
to put nonclinicians and principally labora- 
tory-oriented workers in charge of clinical 
departments would tend to convert our 
medical schools (whose main job is still to 
train physicians, and 90% of whose gradu- 
ates still go into the practice of medicine) 
into preponderantly basic science research 
institutes. And it is clear to this audience, 
to every health authority and to every sick 
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person, and above all, to every doctor be- 
ginning his practice, that such a conversion 
would have far-reaching ill effects. 


From what I have quoted and what I have 
said, it appears to me quite clear that there is 
some danger that the gap between the swiftly 
increasing discoveries of our laboratories 
and the capacities for their application on 
the part of the practitioners of medicine 
may be steadily widening. 

The impression that dermatology in the 
United States may be leading away from 
its strong clinical investigation and clinical 
teaching is not founded just on fears but 
on many facts and observations. Of these it 
may suffice here to mention only one: During 
my over thirty years of academic life I have 
seen Chairs of Dermatology in some of the 
greatest universities of our country pass 
from the possession of teachers of estab- 
lished clinical ability and teaching capacities 
into the possession of, respectively, a labora- 
tory mycologist, a specialist in internal medi- 
cine, an epidemiologist, an immunochemist, a 
hematologist, and an allergist. In no other 
specialty and in no other country is this 
trend to give positions of leadership to 
those without substantial prior knowledge— 
and even sometimes without an ardent prior 
interest in the particular specialty—as strong 
as it 1s now in regard to dermatology in 
the medical schools of the United States. 
As was to be expected, some of those who 
accepted Chairs of Dermatology before they 
had any training or experience in the field, 
with the passage of time became good der- 
matologists—while some did not. But 
whether they finally became good dermatolo- 
gists or not, during many years after their 
appointments to chairmanships, their depart- 
ments were in fact captainless ships, which 
were just barely kept on course by the 
clinicians who happened to be present and 
willing to etake on the responsibilities of 
dermatologic teaching, consultation and pa- 
tient care, and supply the knowledge and 
experience, and to make the personal sacri- 
fices needed for the preservation of the 
specialty while the Chief was learning. 
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Fig. 5.— The well-balanced dermatologist. 


Dermatology's Special Obligations 


It is my conviction that we as dermatolo- 
gists have a special, if not unique obligation 
to do something to help maintain the correct 
trend in medical education. No specialty has 
greater inherent capacities, and therefore the 
correspondingly greater obligations, for pre- 
serving the balance between clinical and 
laboratory progress. Traditionally both 
scientific theories and laboratory results have 
found their speediest, safest, and most ac- 
curate means of medical application and 
appraisal on the great living-tissue test area 
of the human skin. 

Traditionally also, the clearly visible and 
appreciable changes of the human skin have 
given the inspiration and impetus to labora- 
tory and basic science investigations of 
every kind. From the birth of smmunology 
with Jenner and smallpox vaccination to the 
homotransplant experiments and those in 
carcinogenesis of today, observations of the 
human skin and its diseases have contributed 
the mightiest steps in the strides forward of 
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science. Whether we take examples from 
the field of immunology or pathology, of 
physiology or serology, of physical medicine 
or genetics, of therapeutics or of diagnosis, 
on every hand we see instances in which the 
human skin has served as the liaison tissue 
for bringing theory and laboratory findings 
to medical and clinical fruition, or in which 
the stimulus derived from the observation of 
skin diseases has led to fundamental ad- 
vancements in a basic science. 

It is indeed true, as William Allen Pusey 
said in his Prosser White Oration in 1934, 
that disease is the gadfly of the mind.! In 
dermatology we recognize fully as well, if 
not better than any other branch of medi- 
cine, the need for continuous and reciprocal 
cross fertilization between the clinical stud- 
ies in man and the methods and results of 
the laboratory. One of the most important 
functions of our specialty is, therefore, to 
preserve this constant flow of two-way traf- 
fic, using the human skin as the safe, broad 
bridge to close the gap between the test 
tubes, laboratory animal, and research 
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worker in the laboratory, and the responses 
of man—man, the preservation of whose 
health is after all the final grand objective 
of all medical research! 


There can be little doubt that what we 
dermatologists of the United States now do 
or do not do in relation to preserving the 
balance between practical clinical work, 
clinical teaching, and basic research will in- 
evitably have beneficial or harmful effects 
upon other clinical specialties and perhaps 
upon all of medicine in every country. 

The first thing that dermatologists must 
do when holding positions on medical facul- 
ties is to command respect by their clinical 
as well as basic scientific knowledge of their 
own field and by being well-rounded and 
competent clinical teachers of their own 
specialty. Heads of clinical departments 
must also be in full possession of the 
ability to understand and stimulate scientific 
research in every way that it may be related 
to their clinical specialty. Moreover, like 
all leaders in clinical fields, dermatologists 
must always be alert for the first signs of 
disrespect for the clinical aspects of their 
own specialty, or for their clinical investiga- 
tions and clinical teaching, and join together 
to combat any such disrespect in the bud. 


The Obligations of Societies 


Societies and associations of specialists, 
such as this one, can do even more than 
individuals and do it even more effectively. 
I, therefore, believe that our dermatologic 
societies should take vigorous stands against 
any encroachment upon the prerogatives and 
respected position of the clinician and should 
formulate and publicize standards for uni- 
versity and hospital departments in our field 
(as for example was done by the American 
Academy of Dermatology in 1958).!? So- 
cieties of dermatologists, as well as those of 
other medical and surgical specialists, should 
make it an inviolable rule to admit as mem- 
bers only and exclusively those who are 
truly specialists in their particular field. 
Moreover, societies should, in my opinion, 
embark actively in every form of dignified 
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and proper publicity and adult education to 
inform both the lay public and other profes- 
sional groups as to the nature, contributions, 
needs and potentialities of their particular 
specialty. 


The Obligations of Granting Agencies 


In addition to what we in medicine can 
do, granting agencies and philanthropic 
individuals and the dispensors of both gov- 
ernmental and private funds should be con- 
vinced that they can help mightily to 
preserve or restore a balanced situation. 
Would it not be a fine thing, for example, 
for both medicine and the pharmaceutical 
industry itself, if the pharmaceutical manu- 
facturers would spend a part, let us say 
$14,000,000 per annum, or 1096 of what 
they now spend in promotion and advertis- 
ing to physicians, in supporting a program 
of continuing medical education to practi- 
tioners and on studies for the improvement 
of this type of medical education, all given 
without strings and planned and directed by 
a committee of representative medical edu- 
cators—chosen, for example, from the 
American Association of Medical Colleges 
and similar organizations ? 


There is encouraging evidence that strong 
movements in the direction of preserving 
or establishing a balance between clinical 
investigation, clinical teaching, and basic sci- 
entific and laboratory research are beginning 
to start among the granting agencies. When 
such authorities as President Eisenhower 
and his advisors, Jim Shannon of the Na- 
tional Institutes of Health, Keith Cannan 
of the National Research Council, and 
Henry Meadow of Harvard make the state- 
ments I have quoted, then these show that 
the day of equilibrium in medical education 
may not be too far off. When that day 
comes, the experts in clinical medicine, clin- 
ical teaching, and clinical research will be 
regarded by all with as much respect and 
will be recognized as being fully as valuable 
to the medical school as the able basic sci- 
ence research workers. And when that day 
comes, the specialty of Dermatology will 


71/321 


reassume its rightful place in the hierarchy 
of medical departments. 


Raison d’Etre of a Specialty 


Let me say right now and let me say it 
as emphatically as I can, that I hope that all 
who hear or read this address will recognize 
that neither you nor I want our specialty 
to continue to exist if and when it is no 
longer needed to combat disease and to add 
to scientific advances. Specialties in medi- 
cine or surgery are born purely of need, 
and not as a result of any planned, delib- 
erate, precise, or logical system of subdivi- 
sion and classification. How else could one 
explain the birth and survival of the dis- 
orderly array of divergent subdivisions we 
now have in medicine—the organ specialties 
like dermatology or ophthalmology; the spe- 
cialties confined to patients of certain ages: 
pediatrics and geriatrics; the specialties de- 
termined by the modalities employed: sur- 
gery, radiology, anesthesiology; specialties 
limited by where the particular disease 
abounds: tropical medicine, space medicine; 
the specialties based on how their particular 
diseases are acquired: venereology, indus- 
trial medicine. The history of all medicine 
shows that whenever a large and clearly 
recognizable category of diseases demanded 
the possession of special training, abilities, 
or knowledge, then the appropriate specialty 
and the appropriate specialist came into be- 
ing.—And whenever such needs have ceased, 
then the specialty has ceased to exist (and 
then that specialty should and will cease 
to survive). I have recently heard some 
persons state that the time has come when 
the specialty of dermatology is no longer 
needed. When, for example, a well-trained 
immunologist or biochemist or internist can 
in a couple of years acquire all the knowl- 
edge that he needs—not only to understand 
the skin and its diseases and how to inves- 
tigate, diagnose, and treat them, but also 
how to organize and direct a University 
teaching department which has as its task 
the inspiration and the training of physi- 
cians and investigators and teachers—not in 
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just one narrow sector but in all the broad 
aspects of the specialty. I need not waste 
your time by telling you the gravity of this 
error in relation to dermatology today. As 
Gene Farber expressed it, those that hold 
these views about dermatology are “down 
on it because they are not up on it.” Just 
in the last few weeks before preparing this 
address, I saw a patient frightened almost 
to suicide because his keratoacanthoma had 
been misdiagnosed as a squamous-cell epi- 
thelioma; another patient distraught because 
his buccal lichen planus was held to be a 
widespread precancer requiring extensive 
surgery; a young woman hysterically in- 
capacitated because she had been informed 
that her mild discoid lupus erythematosus 
was an inevitably fatal disease. And recently 
and since the general availability of griseo- 
fulvin, I saw a widespread Trichophyton 
rubrum infection treated for many months 
with huge doses of steroids until the patient 
had severe Cushing’s syndrome and almost 
complete physical and mental exhaustion. 
Each of you, and every other specialist in 
dermatology, has seen over and over again 
what happens when those not qualified try 
to manage some of the difficult problems of 
clinical dermatology or try to teach our 
specialty. Well-trained and able specialists 
in dermatology are indeed still needed if 
modern medicine wishes to prevent millions 
of patients from being misdiagnosed, mis- 
treated, and misled, and if medicine wishes 
to continue its advances on a broad front 
by utilizing the skin and human skin dis- 
eases for the advancement of scientific 
knowledge. 


So let us recognize and reaffirm that the 
raison d'etre, the value and the essence of 
any specialty, resides in the unequalled use- 
fulness of its own experts through their 
unchallenged superiority in the particular 
investigative and clinical procedures which 
are their very own—that is, which are pecu- 
liar to their own subdivision of medicine 
and science and not adequately covered by 
any other field. And let us resist in every 
proper and constructive way the forces 
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which may threaten to lead to the abandon- 
ment of proper clinical teaching of derma- 
tology in our medical schools and thereby 
let us prevent the true dermatologist and 
the true physician from becoming as ex- 
tinct as the dodo. 


More Research—But Better Balance 


Before I sit down, let me say once again 
that I am not for reducing basic research, 
but, on the contrary, I am for increasing 
research of this and every kind with all the 
means in our power, but increasing it only 
while establishing or maintaining the neces- 
sary balance between basic research and 
clinical teaching and clinical investigation. 
Quite aside from the incalculable future 
benefits of medical research and medical 
science to mankind, I do not believe that 
anyone who has not had some training in 
investigation, or anyone who has no regard 
for or knowledge of the methods of science, 
can today long remain either a good clinical 
teacher or a good practicing physician. All 
that I have said today is intended simply to 
emphasize once again that one must have 
fruitful and harmonious collaboration be- 
tween the basic scientists and the clinicians 
and clinical teachers in our medical schools. 
This harmony must be preserved where it 
is present, and where it is no longer present 
it must be recovered. I believe that these 
ends can be accomplished only if clinical 
medicine and clinical teachers and clinical 
investigators receive facilities, funds, and 
respect equal to those given to the basic 
scientist in the medical schools of the United 
States today. If we in medicine and in the 
medical schools do not see to it that this 
is done, the public may soon demand the 
large supply of practitioners which it will 
so badly need. It may insist upon enlarged 
and accelerated vocational instruction of all 
kinds of practitioners and craftsmen, within 
orthodox medicine and outside its pale, and 
exert its pressure to spawn them out rapidly 
at the expense of sound education and fun- 
damental research in medical science. Sure- 
ly no one would deplore this more than we, 
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the present clinicians, teachers, and inves- 
tigators in dermatology. But if we are far- - 
seeing enough to preserve the proper balance 
between basic research and clinical investi- 
gation and clinical instruction by taking the 
necessary steps today, then our great Uni- 
versity medical schools will remain true 
medical educational institutions as well as 
clinical and basic research institutes, and 
wil thus give every generation of the 
suffering and sick both the quality and 
numbers of fine physicians it needs and 
deserves. 


999 Fifth Avenue. 
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Juvenile Melanomas of Children and Adults and 


Melanocarcinomas of Children 


ARTHUR C. ALLEN, M.D., Miami, Fla. 


The histologic criteria for the diagnos:s 
of the juvenile melanoma, which were first 
defined in 1949 by the late Dr. Sophie 
Spitz in the initial and definitive contribu- 
tion to the subject, have proved of im- 
measurable practical value and are still 
entirely applicable.! It is generally rec- 
ognized that the lucidity of her perceptive 
analysis has permitted widespread con- 
firmation.^? However, it seems inherent 
in the nature of pathologic histology that 
no amount of words or photomicrographs 
is ever totally adequate for the transmission 
of all the nuances of a newly appreciated 
morphologic entity. This fact was just as 
pertinent to the development, over a period 
of almost two decades, of a general ap- 
preciation of the morphology, histogenesis, 
and specificity of diabetic glomerulosclero- 
sis, to cite another and parallel example, 
as it is now for the juvenile melanoma. 
From a survey of the literature, and, more 
vividly, from the perspective gained through 
the privilege of reviewing slides submitted 
from laboratories both here and abroad, :t 
is apparent that further clarification and 
amplification of the original contribution is 
warranted. The gravity of the diagnostic 
errors is obvious, inasmuch as they are 
directly responsible for excessively radical 
operations on the one hand, or injudicious 
inactivity on the other. The piecemeal cor- 
rection of individual errors 1s useful but 
hardly adequate. The author wishes it were 
reasonably possible for him to distribute 
to all pathologists representative histologic 
slides of the critical variants of the juvenile 
melanoma and the lesions with which they 

Submitted for publication Dec. 14, 1959. 
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may be confused. At the moment, it may 
be of some use to revaluate our notions of 
these remarkable and often diagnostically 
elusive lesions on the basis of the added 
experience of the past 10 years. 

More specifically, prior to the publication 
of the work of Dr. Spitz, it was authorita- 
tively maintained on the basis of the best 
information then available that the juvenile 
melanoma, called "prepubertal melanoma" 
at the time, was histologically indistinguish- 
able from the malignant melanoma of 
adults; that this “prepubertal melanoma" 
was highly vulnerable to malignant trans- 
formation, urgently requiring removal prior 
to puberty; and that a lethal malignant 
melanoma in a child either did not occur 
at all or was so rare that a surgeon, with 
probably more operative experience with 
malignant melanomas than anyone living, 
had never seen one—at least, up until 
1948.4 

In a series of publications by Dr. Spitz 
and the author, attempts were made to 
transmit impressions of this and related 
lesions as the progressively acquired facts 
dictated.^9? Tt became obvious that the con- 
cepts antedating these publications needed 
basic modifications. However, the mere re- 
cording of the facts seems not to have been 
as effective as would have appeared desir- 
able, probably owing, in some measure, to 
our own inadequacy of communication, It 
is amply clear that it would be well again 
to raise and to try to answer certain pivotal 
questions.e For example: 

1, What is the essential histology of the juvenile 
melanoma ? 

2. Is the histologic pattern of the juvenile mela- 
noma sufficiently characteristic to make it possible 
to diagnose such lesions for what they are without 
knowledge of the patient’s age? 
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3. Do juvenile melanomas occur in adults and 
are they different in histology and biologic be- 
havior from those of children? 

4. Are some of the juvenile melanomas really 
melanocarcinomas, as has recently been stated? 

5. Are juvenile melanomas particularly prone to 
undergo cancerous change after puberty? Should 
they be treated differently from nevi? 

6. Do lethal melanocarcinomas occur in children 
and are they histologically distinguishable from 
juvenile melanomas? 

In the text which follows, an attempt will 
be made to answer each of these questions, 
or, at least, to outline the basis for our im- 


pressions. 
Clinical Features 


Our series to date comprises 262 juvenile 
melanomas,* approximately 15% of which 
occurred in adolescents or adults. The old- 
est patient was a 56-year-old woman. In 
none was there overt evidence of any 
endocrinologic disturbance, but no hormonal 
assays were done. In about half of the 
cases, the lesions were known to have 
existed since birth; in the remainder the 
duration was stated to be either unknown, 
or several years, months, or weeks. How- 
ever, the reliability of some of these data, 
particularly those of short duration, is 
questionable. 

The patients have been followed from 
several months to 28 years. Approximately 
65% have been observed over a period of 
five years or longer. In no instance, to our 
knowledge, has a metastasis occurred from 
a lesion fulfilling the histologic criteria of 
the juvenile melanoma. The one fatal lesion 
in a 12-year-old girl included in the original 
report! lacked these criteria, as the author 
of the report thoroughly appreciated, and 
as the photomicrographs of it and of the 
other lethal melanocarcinomas in the article 
indicate. 

The juvenile melanomas may be found 
on the skin of any part of the body, with 
a predilection for the face and fower ex- 
tremities. None of the personally reviewed 


* These specimens were from the laboratory of 
the Memorial Center for Cancer and Allied 
Diseases, The Jackson Memorial Hospital, and 
from the material received in consultation. 
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lesions has been on mucous membranes 
and no convincing report of a juvenile 
melanoma of the mucous membranes has, 
in our judgment, been recorded as yet, nor, 
in view of the known occurrence of com- 
pound nevi, would any be expected. The 
suggestion has been made that a juvenile 
melanoma of the uveal tract may occur, 
but in the instance which I was permitted 
to review, the diagnosis of malignant 
melanoma, rather than juvenile melanoma, 
seemed justified. 


The lesions vary in size from several 
millimeters to about three centimeters. They 
are hairless or have few hairs, are smooth 
or papillary, constantly elevated at least a 
little above the skin surface, and are often 
polypoid, resembling the texture, color, and 
configuration of a granuloma pyogenicum. 
Ulceration, however, occurs rarely, having 
been present in only four instances. 


Histologic Features 


There are several key histologic features 
of the juvenile melanoma. Each is com- 
monly present although none is requisite to 
the diagnosis. Rather, the art of the diag- 
nosis of the juvenile melanoma—as well as 
of many other lesions of the skin—rests 
with the recognition and proper weighting 
of abortive forms of the following dom- 
inant features. 


Epidermal Changes 


“Atrophy” and | Pseudoepitheliomatous 
Hyperplasia.—The juvenile melanoma is a 
variant of what we have chosen to call a 
compound nevus; that is, a nevus composed 
of both a junctional, completely intra- 
epidermal, component, and a dermal com- 
ponent. Rarely, in adults, the lesion 
presents as an entirely intradermal lesion 
because the junctional component has ap- 
parently retrogressed. Even this basic phase 
of the definition seems to have been mis- 
understood by those who have otherwise 
contributed to the over-all subject, so that, 
for example, reference to the juvenile mel- 
anoma as a "junctional nevus" is noted. The 
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epidermal pattern may be papillary or 
smooth, hyperkeratotic or focally paraker- 
atotic. However, these changes are not dis- 
tinctive. The concomitantly and frequently 
observed irregular acanthosis, striking 
pseudoepitheliomatous hyperplasia, and “ap- 
parent atrophy” are of some help insofar 
as they are more characteristic, when all 
three are present, of the melanocarcinoma 
than of the intradermal or ordinary com- 
pound nevus, and to this degree narrow 
the scope of the diagnostic problem. The 
phrase "apparent atrophy" is used ad- 
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PLATE I 


Juvenile Melanomas of 
Children 


Fig. 1.—Juvenile mela- 
noma from the knee of 


a 9-year-old girl showing 
the junctional and intra- 
dermal components. The 
sharp separation of junc- 
tional foci from the re- 
mainder of the epidermis, 
the epidermoid masses of 
tumor cells in the upper 
cutis, and the inflamma- 
tory reaction are shown. 
Hematoxylin and eosin 
stain; reduced 17% from 
mag. X 220. 


Fig. 2.—Juvenile mela- 
noma from a child illus- 
trating a phase in the 
granular dissolution of the 
tumor cells to simulate 
edema and lymphangiec- 
tasia. Hematoxylin and 
eosin stain; reduced 17% 
from mag. X 220. 


Fig. 3.—Various forms 
of giant cells character- 
istic of juvenile mela- 
nomas. Hematoxylin and 
eosin stain; reduced 1796 
from mag. X 480. 


visedly because the epidermal thinning is 
not regarded as true atrophy in the sense 
of pressure or trophic atrophy such as oc- 
curs over some dermal tumors.” Rather, 
the thinning is believed to result from the 
progressive conversion of the epidermis 
beginning with the basal layer on upward 
into, firste the cells of the junctional and 
subsequently, those of the intradermal com- 
ponent. Such thinned portions may become 
ulcerated, either accidentally or by active 
excoriation, especially by children, Ulcera- 
tion of a pigmented lesion is considered by 
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PLATE Il 


Fig. 4—Juvenile mela- 
noma of adult showing 
the characteristic 
cell within the junctional 
foci abruptly separated 
from the overlying epi- 
dermis as well as the in- 
volutional fibrosis of the 
intradermal component. 
Hematoxylin and eosin 
stain; reduced 15% from 
mag. X 145. 


giant 





Fig. 5.—Advanced in- 
volutional fibrosis of an 
adult juvenile melanoma. 
Hematoxylin and eosin 
stain; reduced 15% from 


mag. X 145. 


Fig. 6 —Spongiotic, 
vacuolated cells of an in- 
tradermal nevus removed 
during pregnancy. This 
change may be observed 
also at the menarche. 
Hematoxylin and eosin 
stain; reduced 15% from 
mag. X 220. 


Fig. 7.—Pseudoepitheli- 
hyperplasia in 
association with a spin- 
dled-cell primary melano- 
carcinoma of an adult. 
Hematoxylin and eosin 
stain; reduced 15% from 
x 220. 


Fig. 8.—Anaplastic 
junctional focus of a pri- 
mary  melanocarcinoma. 
Hematoxylin eosin 
stain; reduced 15% from 


mag. 900. 


omatous 


mag. 


and 


f 


many as almost ipso facto evidence of 
malignancy. It is true that ulceration or 
superficial erosion is commonly® noted in 
melanocarcinomas, and, indeed, for a rea- 
son fundamentally similar to that for which 
it occurs with juvenile melanomas, albeit 
with considerably less frequency, namely, 
the epidermal conversion and dissolution 
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into the tumor cells.^* However, in the case 
of the melanocarcinoma, the epidermis is 
converted malignant the 
juvenile melanoma, the converted cells are 
benign (Figs. 1, 7, 8). This highly crucial 
difference is determinable histologically by 
the 


into cells; in 


criteria of 
hyperchro- 


application of standard 


malignancy, such as nuclear 
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masia, pleomorphism, mitoses, and altered 
cellular polarity (Figs. 7, 8). In addition, 
there is a tendency in the malignant 
melanoma for the cytoplasm to become 
swollen and sprinkled with uniformly fine 
granules of melanin, often with residual 
blue keratohyalin granules (hematoxylin 
and eosin) indicating the in situ transfor- 
mation of cells of the stratum granulosum 
(Fig. 8). These obviously malignant cells 
may extend to the outermost layers of the 
stratum corneum as they migrate to the 
surface with the directional gradient similar 
to that which transports a normal basal cell 
to the epidermal suríace, there to be 
sloughed. Unhappily, the malignant cell mi- 
grates also downward into the dermis. As 
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PLATE III 


Histogenesis of 
Pseudoectasia 
of Vessels 


Fig. 9.—]uvenile mela- 
noma of a child illustrat- 
ing the simulation of 
ectasia and neoplastic in- 
vasion of subepidermal 
lymphatic vessels (left) 
as well as dermal edema 
produced by the granular 
lysis of the tumor cells 
(right). Hematoxylin and 
eosin stain; reduced 24% 
from mag. X 380. 


Fig. 10—Higher mag- 
nification of a portion of 
Figure 9 showing the ar- 
tefactitious shrinkage of 
the tumor cells simulating 
deposition in a lymphatic 
vessel (lower right) and 
residual tumor cells 
aligned so as to resemble 
endothelium (upper left). 
Hematoxylin and eosin 
stain; reduced 24% from 
mag. X 900. 


Fig. 11.—Juvenile mela- 
noma. Hematoxylin and 
eosin stain; reduced 24% 
from mag. X 180. 


Fig. 12.—Higher mag- 
nification of the intra- 
dermal component of the 
juvenile melanoma of 
Figure 11 illustrating 
shrinkage of tumor cells 
so as to simulate lym- 
phatic invasion. Hema- 
toxylin and eosin stain; 
reduced 24% from mag. 


x 900. 


stated, this migration into the dermis oc- 
curs from the epidermis that is either 
thinned, acanthotic, or pseudoepithelioma- 
tous (Fig. 7). 

When attention was first called to the 
occurrence of pseudoepitheliomatous hyper- 
plasia in pigmented tumors, several morpho- 
genetic and diagnostic clues were extracted 
from this phenomenon. Two practical 
points deserve repetition. First, the pseu- 
doepitheliomatous hyperplasia may be so 
conspicuous as to be mistaken for a squa- 
mous-cell carcinoma (Fig. 7). This error 
is common. Secondly, if the margins of the 
bulbous pseudoepitheliomatous ridges are 
studied in detail, they will frequently reveal 
in the depths of the dermis the benign or 
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malignant nature of the junctional change 
that may have been obscured at the surface 
or entirely obliterated by ulceration (Figs. 
4, 7). 

Junctional Alteration.—Junctional foci 
refer to those portions—usually basalar— 
of the epidermis (or mucosal epithelium) 
the cells of which show varying degrees 
of loss of cohesion to each other. Our 
definition restricts this change to the 
epidermis rather than to the epidermis plus 
the upper dermis. Often the cells at or near 
the periphery of the junctional foci may still 
exhibit traces of stretched or intact inter- 
cellular bridges which serve as a landmark 
of their origin (Fig. 8). The cytoplasm of 
such cells tends to appear more swollen 
or hydropic than the eosinophilic cytoplasm 
of the unaltered epidermal cells. These cells 
may or may not be sprinkled with fine 
granules of melanin. The nucleus of the 
quiescent cells of a junctional focus may 
be quite like that of other epidermal cells 
or it may be compressed to one side. The 
junctional foci of the juvenile melanoma 
are more commonly localized to the lower 
or basalar portions of the epidermis of 
the juvenile melanoma than they are in the 
malignant melanoma; in the latter, as in- 
dicated, they are more likely to be found 
at all levels of the epidermis, either isolated 
or in clusters of three or four cells (Fig. 
8). This is not to say that if the junctional 
change is confined to the lower layers of 
epidermis, malignancy is ruled out. This 
is an important diagnostic point. Contrary 
to some statements recently published, the 
cells of the malignant melanoma need not 
reach the surface; that is, they may actually 
lie below the stratum granulosum. Such 
junctional malignant cells are distinguish- 
able from the corresponding cells of the 
juvenile melanoma principally by the nuclear 
qualities already mentioned. 

Epidermal Cleavage.—4A. striking, and, in 
practice, one of the most revealing clues to 
the diagnosis of the juvenile melanoma is 
the abrupt transition from junctional foci 
to normal or, at most, compressed epidermal 


cells. It is as if scalloped segments of 
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junctionally altered epidermis were gouged 
from the unaltered overlying epidermis 
(Figs. 1, 5). The presence of a crescentic 
space and adjacent flattened epithelial cells 
may conspire to simulate tumor cells within 
a lymphatic vessel (Fig. 11). To be dis- 
cussed later is yet another kind of deceptive 
simulation of dermal lymphatic invasion. It 
is likely that this cleavage is a kind of 
meaningful artefact produced by the micro- 
tome knife but made possible by the sharp 
difference in density between the tumor 
cells and the neighboring epidermis. An 
analagous cleavage of tissues of different 
densities occurs in many other situations; 
for a commonly stressed example, note the 
lymph nodes of Brill-Symmer’s disease. 


Giant Cells.—Occasionally some of the 
cells of the junctional foci of the juvenile 
melanoma may fuse to form giant cells with 
single or multiple nuclei. These giant cells 
constitute the important clue to the diag- 
nosis, as was originally appreciated by 
Spitz. In the mononucleated ones, the cell 
may resemble a large neoplastic cell of fat 
or muscle origin with a mass of eosinophilic 
cytoplasm that tapers off into the underly- 
ing edematous stroma. The nuclei of such 
cells tend to be larger than their neighbors, 
but usually they are just as vesicular, with 
sporadic moderately hyperchromatic ex- 
ceptions. The multinucleated giant cells 
most closely resemble the Touton cells of 
juvenile xanthomas, including often the 
feature of fine vacuolization of the other- 
wise acidophilic cytoplasm. The nucleoli 
of such cells may be large and eosinophilic 
as they commonly are in malignant mela- 


nomas (Figs. 3, 12). 
Dermal Changes 


Several morphologic features of the 
dermal component may, when properly 
evaluated, give substance to the diagnosis 
of juvenile melanoma, as was first de- 
scribed by Spitz. They are (a) ectasia 
of the superficial thin-walled venules, 
arterioles, and lymphatic vessels (Fig. 2); 
(b) sparsely nucleated homogenization of 
patches of dermal collagen, especially in the 
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vicinity of these dilated vessels (Fig. 2); 
(c) single and multinucleated giant cells of 
the type just described under junctional 
foci, and (d) the presence in the upper 
dermis of circumscribed packets or nests of 
cells of the juvenile melanoma that are 
tightly applied to each other and look 
tantalizingly like the isolated clusters of 
epidermal cells, which, of course, I be- 
leve they are (Fig. 1). This resemblance, 
noted also in ordinary nevi and melano- 
carcinomas, is particularly striking in the 
juvenile melanoma. Usually, but by no 
means always, there is relatively little 
melanin in either the tumor cells or accom- 
panying melanophores of the juvenile mel- 
anomas. This dearth of pigment in 
association with the ectasia of the vessels 
is the reason for the pink to reddish-brown 
color of most of the lesions. 


Spindled Cells—In some instances, per- 
haps in about 25% of cases, such cells are 
prominently spindled, and, when spindled, 
tend to be somewhat loosened from each as 
by intercellular edema or spongiosis (Fig. 
2). Spindled cells are not at all as pathog- 
nomonic of the juvenile melanoma as sev- 
eral have suggested. Unfortunately, because 
this feature of the lesion has recently been 
excessively. stressed by a few observers, 
many spindled-cell melanocarcinomas are 
being incorrectly labeled juvenile mela- 
nomas (Fig. 7). Moreover, because of this 
disproportionate underscoring of spindled 
cells, postradiation  spindle-celled epider- 
moid carcinomas and even blue nevi are 
also being mistaken for juvenile mela- 
nomas. A few authors labor objections to 
the qualifying adjective "juvenile" in juve- 
nile melanoma when these same authors 
paradoxically and freely use embrvonal 
rhabdomyosarcoma or fetal adenoma for 
lesions that occur also in adolescents and 
adults. In reality, the designation "juvenile 
melanoma" cautions that this lesion, which 
occurs preponderantly in children, may 
histologically simulate the malignant coun- 
terpart. After all, it was just over a dec- 
ade ago that the two were thought to be 


Allen 


indistinguishable. If, in addition to what 
has just been stated, priority and en- 
trenchment in American and foreign liter- 
ature are to be given any weight, then 
perhaps it might be well to retain "juvenile 
melanoma." Actually, it really is of no im- 
portance whichever term is used, so long 
as its histologic and biologic meanings are 
understood. 

Ectasia and Pseudoectasia of Vessels.— 
A prominent and seldom absent feature of 
the dermis of the juvenile melanoma is 
edema of the upper dermis along with 
ectasia, at times cavernous, of subepidermal 
lymphatics, venules, and arterioles (Fig. 
2). This degree of dilatation of vessels and 
the edema are not characteristic of nevi 
or melanocarcinomas, and the reason for 
its association with juvenile melanomas is 
obscure. The picture which is reminiscent 
of the effects of interference with vascular 
drainage is a major guide to the diagnosis 
of juvenile melanomas. Of additional 
practical diagnostic importance is the ap- 
pearance in the upper dermis of tumor 
cells—that is, cells of the juvenile melanoma 
—as if they were lodged within lymphatics 
or venules. This feature has repeatedly 
tripped pathologists into the seriously mis- 
taken diagnosis of “malignant melanoma 
with lymphatic invasion.” In point of fact, 
this appearance actually is owing to the 
artefactitious shrinkage or dissolution of 
several of a cluster of tumor cells with 
flattening of some of the remaining cells 
simulating endothelium, and compression 
of circumscribed collagen so as to resemble 
thin vascular walls in routinely stained 
sections (Figs. 9-12). Silver (modified 
Bielschowsky’s) and elastica Van Gieson 
stains reinforce the impression that the 
rims of collagen are compressed dermal 
stroma rather than portions of vascular 
walls. Further evidence of the nature of 
these spates is derived from the observa- 
tion that, while some of the cells lining 
these cavities are morphologically indis- 
tinguishable from endothelial cells, others, 
often adjacent cells, are unmistakably 
residual tumor cells, either single or in 
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segments (Figs. 9-12). Occasionally such 
cells contain granules of melanin, as may 
endothelial cells, of course. 

The simulation of subepidermal lym- 
phatic caverns may be created also by the 
granular dissolution of clusters of tumor 
cells so that the eosinophilic debris closely 
approximates lymph in histologic appear- 
ance (Figs. 2, 9). Study of the transitional 
stages in the development of this pattern, 
particularly of the progressive lysis of these 
spongiotic clumps of cells, effectively sug- 
gests its histogenesis and provides a use- 
ful clue in the recognition of the juvenile 
melanoma. 

Mitotic Activity.—Although most juve- 
nile melanomas do not show evidence of 
mitotic activity, it is not rare, and a few 
mitotic figures may be found even in the 
juvenile melanomas of adults without 
signifying malignancy. It is appreciated 
that this latter statement is not in harmony 
with the impression still retained by many 
observers. On the other hand, this is not to 
negate the diagnostic importance of mitoses 
among questionable nevus cells, but they 
are not at all necessarily equivalent to 
malignant change. 

Another impression in need of correction 
is that an inflammatory reaction provoked 
by a juvenile melanoma at or near its base 
constitutes evidence in favor of cancerous 
change. This notion is quite at variance 
with our experience. Melanocarcinomas 
may be free of inflammatory reaction, and, 
counterwise, unmistakably benign juvenile 
melanomas may commonly be associated 
with abundant inflammatory reaction. This 
reaction consists chiefly of lymphocytes, 
plasma cells, and histiocytes. The inflam- 
matory cells, because of their compactness, 
may obscure the quality of a dermal nevus 
or melanocarcinomatous cell The latter 
may be mistaken for a histiocyte, especially 
in superficial melanocarcinomas.® If there 
is some question as to the benign or can- 
cerous nature of a moderately hyper- 
chromatic cell at the advancing deep 
dermal margin of a lesion, weight should 
be given to the isolation into relatively 
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widely spaced nests of cells in this periph- 
eral portion of the tumor. The advancing 
front of a malignant melanoma is much 
more likely to be a solid mass of cells than 
a haphazard pattern of cells stringing out 
singly or in small packets (Fig. 4). 


Juvenile Melanoma of Adults 


In 1953, as a consequence of the applica- 
tion of the original criteria to the diagnosis 
of the juvenile melanomas,! it was dis- 
covered that these lesions occurred in fact 
after puberty, and for the most part re- 
tained their identifying — characteristics? 
As mentioned, the oldest patient in our 
group thus far was 56. These lesions were 
culled from a large series of what had been 
previously coded as malignant melanomas, 
and they were selected without other 
knowledge of the clinical data. When it was 
learned that these patients, with lesions of 
the pattern of juvenile melanomas, were 
adults who had never had metastatic can- 
cer, it was appreciated for the first time 
that the juvenile melanoma could occur in 
adults, and, as a corollary, that, in the 
past, these benign lesions had been called 
malignant, and frequently had been so 
treated, for the arbitrary reason that the 
patient was postpubertal. This error has 
by no means been eliminated, and need- 
lessly radical operations are still being per- 
formed for these intriguing tumors. 


As indicated, the juvenile melanomas of 
adults may be histologically identical with 
those of children. As a rule, however, the 
adult lesions tend to show evidence of in- 
volutional fibrosis, so that the cells of the 
dermal component are likely to be more 
isolated from each other into small nests 
or cords. In addition, the deeper, isolated 
cells have a tendency to be more hyper- 
chromatic, to show more prominent nu- 
cleoli, and to extend to a greater dermal 
depth than do the cells of the usual juve- 
nile melanomas of children (Fig. 4). In- 
frequently, there is a suggestion of the 
vacuolization of nevus cells of the kind 
described in association with changes in 
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PLATE IV 


Melanocarcinomas of 


Children. 


It should be emphasized 
that all of these primary 
melanocarcinomas of chil- 
dren in Plate IV not only 
appear anaplastic but lack 
the landmarks of juvenile 
melanomas. 


Fig. 13.—Primary mel- 
anocarcinoma of the arm 
of a 6-year-old showing 
pseudoepitheliomatous hy- 
perplasia ramifying 
among tumor cells. He- 
matoxylin and eosin stain ; 
reduced 4096 from mag. 


X 180. 


Fig. 14.—Higher mag- 
nification of Figure 13 
illustrating the junction 
origin of anaplastic can- 
cer cells, several of which 
are in mitosis. Hematox- 
ylin and eosin stain; re- 
duced 40% from mag. 


x 450. 


Fig. 15.— Primary mel- 
anocarcinoma of the thigh 
of a 6-year-old girl. The 
pleomorphism and hyper- 
chromasia of the tumor 
cells, both dermal and in- 
traepidermal, are evident. 
This anaplasia contrasts 
with the juvenile mela- 


noma. Hematoxylin and Pk: A 

eosin stain; reduced 40% — BF LIRE ADU NN EC 
- L| ! ie . 

from mag. X 180. [ 2 ba y 





Fig. 16—Primary melanocarcinoma of arm of a 4-year-old girl. Hematoxylin and eosin stain; 


X 180. 


Fig. 17.—Primary melanocarcinoma from the buccal mucosa of a 5-year-old Negro boy with an 
androgen adrenal cortical carcinoma. Hematoxylin and eosin stain; reduced 40% from mag. X 220. 


hormonal status as in pregnancy and at 
the menarche, and occasionally noted also 
in adolescent males (Fig. 6). 


Melanocarcinomas of Children 


A sizeable series of melanocarcinomas, 
or malignant melanomas, of children has 
been collected, although occurrence of this 
lesion prior to puberty was doubted a dec- 
ade ago. The impression that juvenile 
melanomas cannot be distinguished histolog- 
ically from the malignant melanomas of 
children is still widely prevalent. There- 
fore, knowing that melanocarcinomas do, 


Allen 


indeed, occur in children, how is a surgeon 
to react to a pathologist’s report describing 
a juvenile melanoma as microscopically in- 
distinguishable from a malignant melanoma 
but that, inasmuch as the patient is a child, 
the lesion should behave clinically benign? 
The fact was soon firmly established * and 
adequately confirmed ^* that melanocarci- 
nomas of®children, while they may not be 
differentiable from the melanocarcinomas 
of adults, can be distinguished histologically 
from juvenile melanomas (Figs. 13-17). 
To date I have personally been given the op- 
portunity of studying 28 melanocarcinomas 
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of children. Fifteen of those have been fatal; 
seven have metastasized; the behavior of the 
remainder is not known to me. None of these 
has shown any of the several morphologic 
landmarks of the juvenile melanoma. This 
single fact, namely, the absence of features 
of the juvenile melanoma in the melanocar- 
cinomas of children, which resemble mel- 
anocarcinomas of adults, comprises the core 
of the basis for the diagnosis of the tumors. 
Further to elucidate this criterion would 
be merely to list the well-known histologic 
characteristics of the malignant melanomas 
of adults. In general, it has been our ex- 
perience thus far that the melanocarcinomas 
of children appear histologically somewhat 
more malignant than those of adults (Figs. 
13-17) although others seem not to have 
had this impression from their initial series 
of five cases." The over-all difference in 
degree of anaplasia obviously cannot be so 
distinctive, however, as to make possible 
diagnostic differentiation from the adult 
cancer in each case. 

Inasmuch as we have stated that a mel- 
anocarcinoma may occasionally arise from 
compound nevi including the juvenile 
melanomas,? it is entirely conceivable that 
an early or small melanocarcinoma from 
a child may one day be observed in which 
all of the original landmarks of the ju- 
venile melanoma may not have been 
obliterated by the cancer. This histologic 
residue of the juvenile melanoma has been 
noted in melanocarcinomas of adults, but 
as mentioned, not in those of children thus 
far.5$ Such a finding does not warrant the 
statement that some juvenile melanomas 
are malignant. It merely means that a 
minute proportion of juvenile melanomas 
may undergo cancerous transformation, 
just as a small proportion of mammary 
fibroadenomas may become cystosarcomas. 
If a juvenile melanoma is corréctly diag- 
nosed, its adequate removal is tantamount 
to cure. To say that a completely resected 
juvenile melanoma has given rise to 
metastasis is, in effect, to admit that an 
error in diagnosis has been made and that 
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a malignant melanoma has been mistaken 
for a juvenile melanoma. There is reason 
to believe that a juvenile melanoma has 
essentially the same potentiality for under- 
going cancerous change as does any other 
compound nevus; no greater, no less. This 
incidence of malignant transformation of 
compound nevi is extremely low, a fact 
interpolated from the enormous incidence 
of compound nevi in the general popula- 
tion in contrast with the infrequency of 
malignant melanomas (approximately 1.2 
per 100,000 of population) .!? 


In none of the melanocarcinomas of 
children was there evidence of the kind of 
vacuolization of cells that we have associ- 
ated with pregnancy or the menarche ^? 
(Fig. 6). However, in one of the patients 
personally observed—a 5-year-old Negro— 
the melanocarcinoma of the buccal mucosa 
was associated with a functioning adrenal 
cortical carcinoma !? (Fig. 17). 


Summary 


In summary, then, whereas it was ini- 
tially believed that the histologic pattern by 
itself permitted the diagnosis of only 
about two-thirds of the juvenile melano- 
mas,® it has appeared fair to state, in 
more recent years, that juvenile melanomas 
are sufficiently characteristic histologically 
to be recognized for what they are in just 
about all instances; that is to say, they need 
not be confused with malignant melanomas 
even in the absence of clinical data.®*® 
Surely, errors will be made, but such errors 
ought to be attributed to a failure to in- 
terpret the histologic pattern correctly 
rather than to an inherent limitation of that 
pattern. 


The clear understanding and confident 
application of the criteria of the juvenile 
melanoma receive their severest test in the 
diagnosis of lesions in patients who are a 
year or two either side of puberty. In the 
interpretation of lesions of such patients, 
there is a natural tendency to give undue 
weight to the patient’s age rather than to 
the objective histologic criteria. Another 
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unfortunate consequence of the wishful but 
inaccurate application of the criteria of the 
juvenile melanoma is that melanocarcinomas 
of adults are being called juvenile mela- 
nomas. 


Conclusions 


1. The juvenile melanoma is a benign 
lesion, It is a variant of a compound nevus 
and has no greater vulnerability to cancer- 
ous transformation than any other com- 
pound nevus. 


2. Juvenile melanomas occur in adults 
and should be treated no differently from 
ordinary compound nevi. 


3. The juvenile melanomas of adults may 
be morphologically identical with those of 
children but often exhibit an increased 
fibrosis of the dermal component. 


4. The juvenile melanoma may be dis- 
tinguished from the melanocarcinoma on 
the basis of histologic pattern alone. 


5. The histology of the melanocarcinomas 
of children is indistinguishable from that 
of the melanocarcinomas of adults, although 
there is some tendency toward greater an- 
aplasia in the former. 


Acknowledgement is made of the cooperation of 
Mr. William Atkinson, Photographer, University 
of Miami Medical School. 


Department of Pathology, University of Miami 
Medical School, Jackson Memorial Hospital (36). 


Addendum 


While this paper was in press, an in- 
formative article on this subject by J. A. 
Kernen and L. V. Ackerman appeared in 
Cancer (13:612-625, 1960) entitled, Spin- 
dle Cell Nevi and Epitheloid Cell Nevi 
(So-Called Juvenile Melanomas) in Chil- 
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dren and Adults: 
Study of 27 Cases. 


A Clinicopathological 
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Pseudopelade 


FRANCESCO RONCHESE, M.D., Providence, R. I. 


Brocq investigated pseudopelade around 
1885. The term has been in use for seventy- 
odd years. Still, now and then, the question 
is raised as to what is the exact nature of 
pseudopelade and how it should be discussed 
in the classroom. Pseudopelade is defined 
by Laymon and Murphy + as an insidious, 
asymptomatic, noninflammatory disease of 
the scalp, with marked cutaneous atrophy, 
and is included among the cicatricial alo- 
pecias. 


Pierini and Borda in 1949? reported 
seven cases in which they associated pseudo- 
pelade with lichen planus, and they believe 
that pseudopelade is the end-result of lichen 
planus of the scalp. 


In 1951 they reported 11 additional cases,’ 
in 2 of which lichen planus, located at the 
edge of the scalp, is described as psoriasi- 
form. In other cases the areas of alopecia 
are described as finely desquamating and/or 
showing folliculitis. They quote similar 
cases as reported by Photinos, Robba, San- 
tori, and others. 


Lichen planus of the scalp, as a possible 
pathologic process developing in complete 
clinical silence, was discussed by Monte- 
sano * in 1936. He mentions a case of scalp 
alopecia in a patient who, several months 
later, showed typical lichen planus of the 
leg. He also mentions folliculitis and peri- 
folliculitis (perhaps syphilitic) as the cause 
of pseudopelade. On the theme of invisible 
dermatoses he recalls the striae of Cushing's 
disease, for which there is no visible or 
determinable preceding disorder, and pso- 
riasis and lichen planus provoked by trauma 
on an apparently normal skin. 


Submitted for publication May 26, 1960. 

Read before the 80th Annual Meeting of the 
American Dermatological Association, Inc., Boca 
Raton, Fla., April 11, 1960. 
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Mezzadra,® with reference to the loss of 
hair in lichen spinulosus, says that “the loss 
of hair develops rapidly, a modality entirely 
different from what takes place in ‘true 
pseudopelade.'" Further, he says that “of 
the 39 cases of Graham-Little syndrome he 
gathered, only 3 had features similar to 
lichen planus of Wilson." He does not con- 
sider the syndrome a variety of lichen 
planus. 


Santojanni? questions the existence of 
pseudopelade “in the classic sense." He 
admits that none of his 23 cases of keratotic 
atrophicans lichen showed classic pseudo- 
pelade. He returns to the subject in a second 
paper,’ reporting 28 additional observations. 
He describes “classic” pseudopelade as pre- 
ceded by seborrhea, pruritus, follicular kera- 
tosis, erythema, in some cases similar to 
lupus erythematosus. In none of the cases 
did ordinary or common lichen planus pre- 
cede the alopecia. In very few cases there 
was lichen planus on the body. He con- 
cludes stating that pseudopelade is not a 
separate entity but is to be considered "a 
morphologic evolutive aspect of lichen fol- 
licularis cheratotic atrophicans." Lichen 
planus is not mentioned. 


Degos and collaborators? entitle their 
paper: "One hundred cases of scarry alo- 
pecia in spots, apparently primary of pseu- 
dopelade type." From a terminological 
point of view it is an excellent title. It 
describes satisfactorily the alopecia-areata- 
like pattern. "Apparently" is equal to: 
cause unknown. “Type” indicates that the 
alopecia belongs to the entity "commonly" 
known as pseudopelade, for which they sug- 
gest the term "état pseudo-péladique" ( pseu- 
dopeladic condition, disorder, status). One 
hundred and nine additional cases were stud- 
ied in 1957. Degos and collaborators do 


PSEUDOPELADE 


not believe lichen planus of the scalp is 
exceptional, but refuse to associate keratosis 
pilaris, lichen spinulosus, the Graham-Little 
syndrome and similar “ill defined follicular 
keratoses,” with classic lichen planus. 

Gay Prieto !? agrees with Degos’s inter- 
pretation and definition of pseudopelade. 
He states that perifollicular inflammation of 
various degrees has been interpreted as a 
follicular papule of ordinary lichen planus 
by the authors associating pseudopelade with 
lichen planus. He had a case of pseudope- 
lade of two years’ duration, in which the 
sections showed a papule of ordinary lichen 
planus. He believes that pseudopelade may 
be associated with lichen planus, but that it 
would be an exaggeration to state that all 
cases of pseudopelade are related to lichen 
planus. 

In the opinion of Sachs and DeOreo H 
typical papules of lichen planus are not usu- 
ally seen on the scalp. In books on regional 
dermatology (Sabouraud, Krantz, Epstein), 
lichen planus of the scalp is not mentioned. 


Comment 


The pattern of pseudopelade has been 
discussed for seventy-odd years, but its eti- 
ology is still unknown. Besides the irregu- 
larly round configuration, characteristics are 


the sunken, depressed-below-the-level-of-the- 
skin patches, vividly described decades ago 
as "footprints-in-the-snow" or “giving-the- 
feeling-almost-of-cavity-to-the-touch.” 

It is a chronic progressive disorder. The 
progressive feature offers an excellent op- 
portunity to see the past and the present, to 
observe full-fledged lesions, involuting le- 
sions, and sequelae, by means of ordinary 
light, and especially by the Wood's light. 
The cases cited by Pierini and Borda, Santo- 
janni, and others vaguely suggest lichen 
planus. 

I have no recollection of seeing ordinary 
or classic or Wilsonian lichen planus on the 
scalp, nor of having had patients with ex- 
tensive pruriginous body lichen planus com- 
plain about the scalp. I have seen ordinary 
lichen planus on hairy axillae and a hairy 
pubic area (Fig. 1). They involuted with- 
out loss of hair and, as usual, with pig- 
mentation and no atrophy. It seems rather 
peculiar to single out lichen planus as the 
predecessor of pseudopelade since these two 
entities are so dissimilar. Ordinary body 
lichen planus is so common whereas pseudo- 
pelade is so rare. Histologically and 
clinically unequivocable lichen planus is 
practically nonexistent on the scalp and it 
terminates in hyperpigmentation without 


Fig. 1—At left, the scalp of a 40-year-old man with lichen planus on body and mucous 
membranes and with reddish patches on the scalp which “could be” lichen planus. No loss of hair 
was noted after an observation of over two years. At right, a typical ring of lichen planus is 
shown on the mons of a 30-year-old woman with generalized cutaneous lichen planus, No 
loss of hair was noted either on the mons or on the axillae after an observation of over one 


year. 


” 
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Fig. 2.—Alopecia trom metastases to the scalp 
from carcinoma of the breast, resembling pseu- 
dopelade.* There are no depressions and no atrophy. 
It is a sequela of a known pathologic process. The 
term pseudopelade in this case is improper. 


atrophy, while pseudopelade presents atro- 
phy but no hyperpigmentation. 

I routinely examine scalps under the 
Wood's light. Remnants of dermatoses or 
"invisible" dermatoses are revealed by this 
most valuable diagnostic aid. I do not recall 
any revelation in the areas of pseudopelade 
I have examined. There is no mention of 
pseudopelade in the lengthy investigations 
on invisible dermatoses by Gougerot.’* 

Pseudopelade-like scarring (états pseudo- 
péladiques) of known etiology is not infre- 
quently seen; for example, the alopecia from 
metastases to the scalp from internal can- 
eer (Fig. 2), "^ DEM. oi, 
chronic discoid lupus erythematosus, peri- 


sarcoidosis 


folliculitis capitis abscedens et suffodiens, 
folliculitis decalvans, and others. In the 
above conditions 
cause-effect relationship. Once the etiology 


there is a demonstrable 
is known, the term pseudopelade becomes 
It is a remnant, a sequela, a 
scar, analogous to the scar of a treated epi- 
thelioma for which there is no special name. 
For such conditions the term alopecia cica- 


improper. 


trisata is good, but not used as a synonym 
for pseudopelade. Atrophy is ngt necessar- 
ily a scar. 

The exact clinical and histological picture 
of lichen planopilaris is not clear. Does 
lichen planopilaris eventuate into ordinary 
lichen planus? Is lichen planopilaris a vari- 
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Fig. 3.—Alopecia following involution of 


cuta- 
neous sarcoidosis, (Ronchese, F.: Annular Sar- 
coidosis Treated with Cortisone, A.M.A. ARCH. 
DerMAT. & SypH. 64:806-807 [Dec.] 1951) with 
pattern of pseudopelade. An example of alopecia 
areata cicatrisata, not of pseudopelade. 


ety of keratosis pilaris? The histologic 
picture of many such reported cases is diag- 
nosed “compatible” with lichen planopilaris 
or with lichen planus. This demonstrates the 
uncertainty of the pathologist in arriving at 
a definite diagnosis. 

Recently the described by 
Pasini!® in 1923 under the name of idio- 
pathic progressive atrophodermia has been 
al!” Several 


condition 


investigated by Canizares et 
other cases subsequently reported by Pierini 
and his associates are quoted and discussed 
in the papers of Canizares et al.'$ This 
variety of idiopathic atrophy offers a good 
example of “footprints in the snow” and 
of “almost cavity feeling to the touch.” 
Pasini’s atrophy could very well be a "type" 
of pseudopelade “of the body." While the 
"footprints in the snow" and the "cavity 
feeling" on the scalp are minimal, because 
of the minimal amount of panniculum in the 
scalp, the same features are prominent on 
the body because there panniculum is abun- 
dant (Figs. 4 and 5). 

How then does an atrophic process like 
pseudopelade develop? One may speculate 
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Fig. 4.—An uncommon or rare type of atro 
local disorder has been noted to precede the atrophy. 
snow-like. It fits in the tvpe described by Pasimi 
conspicuous because of the abundance of panniculum. Pseudope 
the scalp, the depressions on the scalp being lighter because 
that region. A panniculitis of some sort could be the cause 


and consider such factors as the interruption 
of the blood supply in cases of alopecia 
areata or the involution of 
hemangioma or the disappearance of a wart 
overnight. A deficient blood supply could be 
considered as an etiologic factor in such 
idiopathic disorders as alopecia areata. juve- 


spontaneous 


nile and Cushing’s striae distensae, Pasini- 


Fig. 5—Depressed 
atrophic area in a 15- 
year-old girl apparently 
in good health. No cuta- 
neous disorder was noted 
to precede the atrophy. 
It could be another ex- 
ample of idio- 
pathic atrophodermia. 


Pasini’s 


Ri mch ese 


phy of the skin in a husky 35-year-old man. No 


The areas are depressed footprints-in-the- 

and Pierini. Atrophy and depressions are 
lade could be its counterpart on 
of the scarcity of panniculum in 
of pseudopelade. 


Pierini atrophodermia, pseudopelade, 
other idiopathic skin atrophies. 


and 


Summary and Conclusions 
Pseudopelade, as described by rocq, still 
remains a rare, atrophic, progressive, irre- 
versible disorder of the scalp, of unknown 
etiology, with a distinct pattern and other 
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Fig. 6—Pseudopelade : 
at left in 1941, at right 
in 1960. The patient, a 
7i-year-old tailor, of 
average intelligence, alert 
and cooperative, does not 
recall having noticed any 
the scalp 
after 


dermatosis of 
either before or 


1941. 


definite clinical characteristics and with his- 
topathologic features which are not diag- 
nostic. 

To date there is insufficient evidence that 
any disease of internal or external origin 
precedes or causes directly or indirectly the 
loss of hair. It is particularly doubtful that 
this is part of lichen planus because of the 
rarity of finding a typical papule or ring of 
lichen planus on the scalp. Lichen planus 
ends with hyperpigmentation and no atrophy 
while pseudopelade characteristically shows 
the presence of atrophy and the absence of 
hyperpigmentation. 

Since pseudopelade is a progressive dis- 
order (Fig. 6), if it were a form of lichen 
planus one would expect to fend ordinary 
lichen planus in various stages of evolution 
and involution. This has not, so far, been 
demonstrated. 

Once the cause of the alopecia has been 
determined, the term pseudopelade is no 
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The loss of hair and the 
scarring are sequelae of the disease. Alo- 
pecia cicatrisata should not be used as a 
synonym of pseudopelade, because an idio- 


longer proper. 


pathic atrophy is not necessarily a scar. 

The relation between lichen planopilaris 
and ordinary lichen planus is not certain. 

Pseudopelade bears a peculiar similarity 
to the idiopathic progressive atrophodermia 
of Pasini and Pierini. Brocq's pseudopelade 
could be a Pasini-Pierini atrophy of the 
scalp. 

The term pseudopelade, limited to the loss 
of hair with a pattern of alopecia areata and 
with unknown etiology, should remain be- 
cause it has been in use for seventy-odd 
years and cannot be replaced by a satisfac- 
tory English term. 


170 Waterman St. (6). 
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Abstract of Discussion 


Dr. HreRBERT S. ALDEN, Atlanta: I want 
thank Dr. Ronchese for such a scholarly attem pt 
to bring clinical assiduity out of typographica 
confusion. E 

Nearly 2,500 years ago, Plato had one. oR hi 
Athenians remark to Socrates that “they (the ; 
physicians) do certainly give very strange and ne I 
fangled names to diseases" But I believe’ hat — 

aay 
the French school of physicians in the late m 
century went the Athenians one better in strange 
and newfangled names. A recently cónipiteqi ist 
of some 4,000 dated scientific terms identifies nez aroi `? 
ly 1,000 as springing from this era. E V 

Dr. Jean Louis Brocq, who coined the p | 
"pseudopelade," was one of the masters of 
scriptive dermatology which so filled the thoughts - 
of physicians in the latter part of the 19th centi s : 
This, of course, was the basis for most ot ours 
clinical dermatology, and while I do not o y 
their brilliance, I do hold that they have made » r 
some confusion because of repetition of disi 1 
similarities. : 


We are now riding the crest of a similar flood p 
of names and terms for new, or the newest, dru | 
the naming of which requires an IBM comput n 
machine to produce the names, so one name will not - 
be duplicated by another, thus compounding 


-0 n Ei. 
fusion with sameness. Be 


z E 
I am, of course, aware that Dr. Ronchese, in th: 
paper which he has so well read to us, is maki ing 
a deliberate and valiant effort to reduce the con- 
fusion, and I applaud him for it, but I can ino 
in retrospect applaud Dr. Brocq for his orig 
description of only two patients which were wide- - 
ly separated in time and in observation. He spe ends. 
more time in describing what pseudopelade is 
and gives us a rather skimpy description of v 
it is. He seems to delineate more of the ie o’ 
than he does the “pelade,” and both terms, being 
typographically vague, become even more vague T. 
clinically. His words sometimes seem to be mere - 
puddles of spilled sensibility, or reflection. One 
is not so responsible in his youth to the degree tl ia 3 
he is in his maturity, and I think, were Dr. Broca. 
alive today, he would be the first to explain : a ay 
the term “pseudopelade” on his youthful exuberance | 
for a new n&me, other than a more mature reser e 
for the older and simpler terminology of simpl ds 
"scar" or "atrophy." > E 
I recall in my student days at the old Skin E 
and Cancer Hospital in New York City, under - 
the spell of Dr. Whitehouse, who was a pupil of 
Dr. Brocq, I was fascinated by the lilting musical | 


91/341 E 

























































sound of such diagnoses as “erythrose peribuccale 
de e Brocq” and “pseudopelade,” terms which seemed 
(de team up with the more modern “erosio interdigi- 
ta alis blastomycetica.” The latter disease I could 
m ecognize clinically, but the former two names 
pe " vented by Dr. Brocq, I do not think I ever saw 
the clinic, although I and my teachers both 
“searched for them, and I am not at all sure I have 
such a disease since, although I have attempted 
E ie diagnosis without much clinical certitude. 


— Let me quote Dr. Marti-Ibanez, who writes about 
words i in medicine: “In our profession, obscurity in 
E expression was in times past the anvil on which 
TE iere hammered iron dogmas that like lead in a 
ird’s wing hampered the flight of medical prog- 
SS bess” and while “a little magic will do no harm 
"to accuracy" "let us not return to the old 
ES etoric, large anil grotesque, like the classical 
a ‘sop prano” but to “a new rhetoric, slim and athletic 
Jike a modern opera diva—a new rhetoric that 
pro d help us to overcome a mental inertia which 
| prevents us from seeing things the way they really 
sh O d be.” 

Ds — With all due respect to Dr. Ronchese's literary 
| Re efforts, I think he has followed too closely on Dr. 
t "Brocq's original thesis, and told us more what 
| in seudopelade is not rather than what the disease 
“really is. But there is still some magic in a name, 
à 1d I, for one, would not have dermatologists 
aba don this one. 


Dk HERBERT RATTNER, Chicago: Dr. Ronchese's 
presentation was complete and very scholarly; Dr. 
E remarks were both scholarly and eloquent. 
do justice to them one would have to read 
* den not just listen, Nevertheless, I am prompted 
o | add to the discussion because of my interest 
dn | dermatologic nomenclature, It would ease our 
TEN k considerably to be able to lump things to- 
fage er so as to decrease the number of names. It 
ha s been suggested that pseudopelade be eliminated 
on | the grounds that it is not an entity. I have 
always thought that it is—one best described as 
alopecia areata with almost imperceptible atrophy. 
. Ronchese's concept is the correct one, and his 
presentation of it should remove all doubts. Pseu- 
| don ade is an entity, albeit an exceedingly rare 
| ot ne. 
D Dg ORLANDO CANIzARES, New York: I wish to 
— thank Dr. Ronchese for his excellent presentation. 
+» Since my paper on progressive idiopathic atropho- 
er. d derma of Pasini and Pierini, which was presented 
f] ‘before this Association in 1957, this condition has 
4 been fairly well accepted as a clinica entity. Oc- 
= casional patients have been presented before the 
a yr ~ dermatological societies and I have received several 
Et |» personal communications from dermatologists about 
other cases. 
From my personal experience with this disease 
~ and a review of the literature, no cases, to my 
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knowledge, have presented lesions on dacs acm jt 


which would resemble or could have been diag- 
nosed as pseudopelade, although both conditions 
are idiopathic and apparently not preceded by in- 
flammatory lesions. Pseudopelade is an atrophic 
process in which the epidermis is involved, while 
in the Pasini-Pierini type of atrophoderma, the 
epidermis is not affected and the loss of substance 
is in the corium. The possible relationship of these 
two diseases, as suggested, is interesting but, to 
me, does not appear likely. 


Dr. Georce C. ANpbrRews, New York: I am ` 


deeply indebted to Dr. Ronchese for this interest- 
ing paper, and I thoroughly agree with him that 
pseudopelade is a clinical entity. Last year, Robert 
Degos, who is the most famous French dermatol- 
ogist, wrote a paper saying that pseudopelade is a 
term that should no longer be applied as a disease 
but as a symptom only of other diseases. He does 
not believe that by itself it is an entity. 

I feel as Dr. Canizares does, that this disease 
has no connection with the atrophoderma of Pasini 
and Pierini. Pierini and his associates, Borda and 
Grinspan, have told me within the last few months 


that they regard the atrophoderma of Pasini and 


Pierini as a form of scleroderma, They are certain 
of that. So I think that there is no connection 
between pseudopelade of Brocq and scleroderma. 
I think it is an entity, and should be so considered. 
When you treat patients through the years for 
pseudopelade of Brocq, you realize that it is an 
entity and is not lichen planus, lupus erythematosus, 
or some other disease. 

Dr. Joun G. Downinc, Boston: This entity is 
rarely seen, but is very characteristic in its ap- 
pearance, as shown by the careful study in ‘Doctor 
Ronchese’s excellent paper. 

Dr. Francis A. ELLs, Baltimore: I enjoyed 
very much the presentation on pseudopelade, and I 
agree with that part of the paper. However, 
pseudopelade has no relation to lichen planopilaris 
or the syndrome associated with so-called “lichen 
spinulosus." Certainly, just because lichen planus 
occurs in hairy regions does not mean that we have 
to have lichen planopilaris with atrophic lesions. 

I think that Graham-Little was mistaken in using 
the term lichen spinulosus et folliculitis decalvans, 
etc. (Brit. J. Dermat. 27:183, 1915). What he 
was reporting was, as described by Sachs and 
DeOreo, Lichen Planopilaris: Lichen planus et 
acuminatus atrophicans [Feldman] (Arch. Dermat. 
& Syph. 45:1081-1093 [June] 1942). 

Dr. Francesco RoNCHESE, Providence, R. I. 
(Closing): At one of our New England Dermato- 
logic Society meetings a few years ago, during 
a discussion of a case of lichen planopilaris, a 
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at AR p the question about what 
adope lade is and hae, it sl ould be defined in 


ie iR and odi in their host recent publica- 
tions remarked that their ideas had not provoked 
any Sa Sansa for or against the relation between 








I attempted to answer the question. pe 

It would be an important step AA da dt 
could be proved that classic lichen planus « ca uus S€ 
pseudopelade. In addition to the elimination a ds. 
of our many "cause unknown" labels, both te rr 
pseudopelade and alopecia cicatrisata, could he 
be relegated to history. 
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al N Neutropenia 


for Revaluation 


E. “Cyclic or periodic neutropenia is an un- 
Bt isual disorder characterized by malaise, 
fever, oral ulceration with scarring, gin- 
litis. periodontitis, and disappearance of 
E 1 eutrophils from the blood and bone mar- 
: TOW at approximately 21-day intervals. 
Frequently, but by no means constantly, 
E. her findings include the periodic oc- 
= Cl ir ence of sialorrhea, abdominalgia, head- 
E. he, arthralgia, cutaneous infections, and 
co E ris. 3t Less than 25 well-docu- 
ented cases in which oral manifestations 
re mentioned +? are available for study, 
Ae Esso an additional number may have 
obe een reported under such titles as periad- 
enitis mucosa necrotica recurrens, Sutton's 
disease, recurring scarring painful aphthae, 
A ‘us neuroticum mucosae oris, chronic 

thae, painful mouth ulceration, etc. Al- 
Et thou a periodic recurrent history suggest- 
“ing cyclic neutropenia has been noted in 
veral cases described under these head- 
gs, definitive blood studies were not 
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Clinical investigation of the etiology of 
cyclic neutropenia has been futile. Hor- 
mor al factors, long suspected as being re- 
- spor isible for the disease, have been 
- extensively investigated by Page and 
: EG ood,** but no evidence of hormonal in- 
-. fluence obtained. 

» . Study of the peripheral blood reveals a 
e regular cycle that seldom varies «nore than 
— a few days from the classic 21-day perio- 


— dicity. The neutrophil count usually is some- 
~ Submitted for publication Dec. 7, 1959. 

—- Division of Oral Pathology, University of 
A Minnesota. 
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T he Oral Manifestations of Cyclic (Periodic) 


Does Periadenitis Mucosa Necrotica Recurrens (Sutton) Exist? A Need 


RO BERT J. GORLIN, D.D.S., M.S., and ANAND P. CHAUDHRY, B.D.S., M.S., Ph. D., Minneapolis 


what depressed, seldom exceeding 50% of 
the differential count during the hiatus be- 
tween attacks. During the three or four 
days in which the neutrophils disappear 
from the blood, the total white blood cell 
count seldom is depressed below 3,000/ 
cu. mm. Bone marrow studies indicate that 
even immature granulocytic forms disap- 
pear from the marrow about three to four 
days prior to their absence from the 
peripheral blood; about the time at which 


clinical symptoms arise.?* 


Therapy has been generally ineffective. 
Splenectomy and supportive measures dur- 
ing the agranulocytic phase are the only 
means employed at the present time. It is 
interesting that these patients are usually 
not as ill as one would suspect from the 
blood picture. Individuals having agranulo- 
cytosis predicated upon drug sensitivity 
have a much more severe clinical course. 

The authors have had opportunity to 
diagnose the disease in a young girl whose 
chief complaint was oral ulceration. In ad- 
dition we have recently examined the oral 
structure of another well-documented case. 


Report of Cases 


Case l.—An 8-year-old white girl of somewhat 
frail build was seen at the Pediatric Out-Patient 
clinic on May 12, 1959. Her chief complaint was 
of “gum infection and mouth sores” which she 
has had for the past four years. Past history 
contributed by the child’s mother revealed that 
every three to four weeks there was bleeding of 
the gingiva which subsided in 7-10 days, and 
ulcers of the oral mucosa which healed with 
scarring. The ulcers had a “soft white core which 
dropped out and the glands became tender and 


38 o 5... eee eS 


iP ZA 
NT 





XT E i r ^ = wade 


Fig. 1 (Case 1).—Note deep ragged ulcer on 
the mucosal surface of the lower lip of an 8-year- 
old white girl. 


swelled like mumps.” Fever accompanied the 
oral disorder for the first few days. The mother 
also noted that if the child received a skin abra- 
sion “when she had mouth trouble, it would get 
infected.” She had been treated for her gingival 
disorder by her dentist, but no improvement was 
noted. A large series of tests by an allergist had 
been noncontributory. History of a similar condi- 
tion in the child’s father was obtained. When he 
was 18 years old periodontal breakdown was so 
severe that his teeth “became loose and were ex- 
tracted.” His present work as an automobile 
mechanic caused him frequent skin infections. 
The patient has a sister, age 9, who was “without 
trouble.” 

Physical examination revealed a ragged ulcer 
of the lower 1X1 cm. 
(Fig. 1). Several enlarged, firm, bilateral sub- 
mandibular noted. The marginal 
gingiva swollen, and tender. There 
was a deep painful ulcer on the left lateral border 
of the tongue. A provisional diagnosis of “cyclic 
neutropenia with sialorrhea" was made at 
time. 


lips measuring about 
nodes 


red, 


were 
Was 


this 
A white blood count and differential per- 


Fig. 3 (Case 2).—Dental roentgenograms 


periodontal breakdown at this age. 





of patient at 13 years of age. 
Roentgenograms taken at 8 years of age demonstrated 


Fig. 2 (Case 2).—The patient, 


an 18-year-old 
white girl, presented with marked gingival in- 


flammation that did not respond to extensive 


periodontal therapy. 


formed the following day revealed a total count 
of 3,600/cu. mm. with 5% neutrophils. Blood cell 
counts were then carried out every three days. 
The patient was seen one week later and hos- 
pitalized on June 3, 1959, for more complete 
hematologic and clinical study. 

During approximately six weeks of hospitaliza- 
tion, she was observed for oral ulceration, espe- 
cially during the neutropenic phase of her cycle. 
A 21-day periodicity was noted, both her circulat- 
ing and bone marrow neutrophils disappearing 
completely for 3 or 4 days of each cycle (Fig. 4). 
Her subsequent oral lesions, milder than her ini- 
tial labial lesion, preceded the complete neutro- 
penia by a day. A similar 21-day neutropenic 
cycle was observed in her father. 

Clinical roentgenographic examination of 
her periodontium revealed no bone destruction at 
this time. However, her marginal gingivae were 
markedly inflamed with destruction of the inter- 
proximal papillae during the neutropenic phase. 
The inflammation resolved considerably during 
each remission. She was released from the hos- 
pital on July 12, 1959, 


and 


Note extensive 


incipient bone changes about mandibular anterior teeth. 





Gorlin—Chaudhry 


95/345 


Sy OA 





had t s R4 MT LU 1 
> {> a € : n 


Mi 


Ais 
Sus z 


M - 
= tp. SW 


v 


M 
A 


es 


*! 
t 


ese 


I 


i P ": 

. P HEP 

mes i 
PS 







x wie y 


‘ 


Petr, Gs V 


sA 


Ma fa see 


‘act = 
ER e n ^ 
Pvt 


2 
th 
kapi 


a idis e 


` 
N 


Ea ac Aen. A 


T 






















Fig. 4 (Case 1).—The 
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te. Case 2 2—The early history of this 18-year-old 
white girl has been described in detail by Page and 
| Good * in 1957. The authors have had recen: 
opr ortunity to examine her oral structures. 
A E 3 Her infancy was marked by numerous episodes 
of impetigo. At age 3 she developed a large 
= tongue ulcer that healed after six weeks with 
on nuch scarring. At that time, a routine blood cell 
"E count revealed a marked decrease in circulating 
. neutrophils. Since that time the patient has had 
periodic recurrence of skin infections, fever, 
E anorexia, and necrotic oral lesions. During the 
ge xt seven years she was hospitalized 26 times 
TM infections including cellulitis of digits and 
oli ps, otitis media, abscessed teeth, and lymphade- 
f ni is. In 1952, the 21-day cyclic nature of the 
—disease was recognized. Her total white cell count 
Coe between 3,000 and 5,000 cells per cubic 
Zr illimeter, a monocytosis as high as 28% being 
noted at the extreme neutropenic phase of her 
"€ cle. 
EC _ The patient has continued to maintain her 21- 
B day cycle with oral ulceration and infections. She 
DB " matured normally and was married at the age of 
| A years. 
^ — Oral examination at the present time revealed 
v marked scarring of the buccal mucosa and tongue. 
The gingivae were severely inflamed (Fig. 2). 
; E Several teeth had been lost through periodontal 
© disease and, although periodontal thegipy had been 
po for the past three years, periodonititis 
— had progressed unabated. Dental roentgenograms 
` from the files of the School of Dentistry, Univer- 
| : sity of Minnesota, reveal that incipient break- 
T 
., down of alveolar bone was evident when the 
|. patient was 8 years of age (Fig. 3). 
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Comment 


Scarring oral ulceration and periodontal 
disease are among the most common signs 
of periodic or cyclic neutropenia. Perio- 
dontal breakdown predicated upon the usual 
etiologic factors virtually never occurs in 
children. Prepubertal gingivitis, therefore, 
merits more than casual interest. Repeated 
hematologic investigation should always be 
attempted, for a single count, taken at the 
wrong time of the cycle, will mask the true 
nature of the illness, 

In 1911, Lóblowitz?9 and Sutton! in- 
dependently described painful scarring re- 
current oral ulcers. Loblowitz employed the 
term "ulcus neuroticum mucosae oris" and 
noted a three-week cycle and a familial in- 
cidence. 

Sutton, Sr. coined the name “peri- 
adenitis mucosa necrotica recurrens” which 
has been generally accepted by derma- 
tologists. It is interesting to note that 
Sutton cited a regular cyclic recurrence of 
the oral ulceration. Less well-documented but 
possibly similar cases were described by 
Jacobi ** in 1894 and Sibley 28 in 1899 but 
attributed to neurogenic origin. 

Fordyce,” Epstein,*? Sutton, Jr.,?! Segel,3? 
and Weichselbaum and Derbes?? have de- 
scribed cases that they have considered 
similar to that of Sutton, Sr. 


Vol. 82, Sept., 1960 


« 





TWO 





The microscopic features of “periadenitis 
mucosa necrotica recurrens," first described 
by Sutton, Sr., are those of a nonspecific 
inflammatory nature. The name was derived 
from the dense inflammatory infiltrate and 
necrosis about the minor salivary glands of 
the lip in which the lesion occurred. The 
histopathologic picture of the oral ulcer in 
well-documented cyclic neutropenia is also 
that of nonspecific inflammation. Because 
of the widespread distribution of minor 
salivary glands throughout the mouth it is 
not difficult to imagine that glands will fre- 
quently be included in the ulcerative process. 

It is not our intention to imply that all 
cases of so-called ‘“periadenitis mucosa 
necrotica recurrens" are necessarily as- 
sociated with cyclic neutropenia. It is likely, 
however, that some authentic cases of cyclic 
neutropenia may have been confused with 
the former disease, if, in fact, it exists at 
all. An attempt should be made to rule out 
benign mucous-membrane pemphigus (pem- 
phigoid), agammaglobulinemia, and a host 
of other diseases that may be manifest by 
chronic oral ulceration. The premature 


Cases of Cyclic Neutropenia with 
Oral Manifestations 





Case Age Sex Duration 
1 Sutton 16 M _ Since infancy 
2 Rutledge 25 M _ Since infancy 
3 Franke 49 F Ls 
4 Doan 18 F Not given 
5 Stephens 38 F 3 years 
6 Jackson 30 F 2 years 
7 Embleton 43 F Se 
8 Imerslund 16 M Since infancy 
9 Barsby 41 F ae 
10 Resnikoff 18 M  GSineeinfancy 
11 Barling 32 F Since age 12 
12 Barton 79 M Present time 
13 Owren 28 M 5years 
14 Erf 55 F 2 years 
15 Fullerton & 
Duguid 62 M  1year 
16 Reimann 23 M 5years 
17 Rolland 8 F Since age 7 months 
18 Cobet 25 F Since infancy 
19 Borne 3 F Since age 5 months 
20 Sandella 64 F 1 year 
21 Monto 77 M sit year 
22 Levine 14% M 10 months 
23 Page & Good 15 F Since infancy 
24 Magnum et al. 6 M  Sinceage3 
25 Gorlin & 
Chaudhry 8 F Since age 4 
Gorlin—Chaudhry 
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destruction of alveolar bone and the lack o of 
response to periodontal therapy are im : 
portant signs and should not be ignored. 


Review of the literature (Table) rei 
24 cases in which oral involvement of one OE 
more types was present in cyclic neutroper 1a. 
Stomatitis, aphthae, and gingivitis have E D = 
mentioned by the various authors. There 
appears to be no sex predilection. E It is” 
difficult to know when the disease act ally 
arises. Certainly several have had clinical 
signs that have led to diagnosis of the d is- Se : 
ease in infancy. Others, however, have 1 not 
had symptoms until late in life. Whet th y : 
this is due to the late origin of the disease 
or simply the delayed manifestation of : the 
signs of the illness, is a point which has : bs 
been settled. The hereditary aspect of | the 


disease is of further interest and certain y 
worthy of study . 






























Summary 


The oral manifestations of two cases € o£ 
cyclic or periodic neutropenia have be 
discussed. The periodic occurrence |. 
scarring oral ulceration and prepubert 
periodontitis should suggest hematologic e 
vestigation for this disease. ap E 
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The similarities between so-called ^ peri-. 
adenitis mucosa necrotica recurrens," or Sut E 


ton's disease, and cyclic neutropenia ha mi 
been pointed out and the necessity of c 
plete revaluation of the former disease 1 ! 
been discussed. ER. 

University of Minnesota School of Dentistry (1 4). 
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ERVIN EPSTEIN, M.D., Oakland, Calif. 


In an excellent extensive article, Graham 
and Helwig? presented the concept that 
Bowen’s disease of the skin is associated 
with internal malignancies in a high propor- 
tion of cases. Therefore, the diagnosis of 
Bowen's disease on a cutaneous lesion should 
inspire a search for a deeper, more serious 
lesion. These authors found that in 35 
patients with this disease who were known 
to av died, 20 (57%) had an associated 
internal cancer. If one were to add the four 
instances of reticuloendothelial diseases, this 

=- would rise to 68.7%, and the further addi- 
tion of four instances of metastasizing 
cutaneous cancer would increase the per- 
centage to 80%. These figures are over- 
whelming and convincing. 

However, statistics are difficult to evaluate. 
Two factors tend to cast doubt on theories 
based on figures. First, the numbers must be 
sufficiently large to be significant. While 

— the statistics quoted above are very sugges- 
| tive, it must be recognized that they are based 
on 35 cases only. Therefore, it behooves all 
dermatologists to review their own instances 
of this disease and to report them either 
in the literature or to Dr. Graham and Dr. 


Helwig, so that a large enough group can. 


be gathered. Secondly, figures per se are 
meaningful only in relation to adequate con- 
trols. It may be more difficult to establish 
significant controls than to accumulate large 
series. 

In a previous article,” it was established 
that visceral cancer occurred in 231 patients 
out of 3,885 with mucocutaneous malig- 
nancies. This is 5.9% of the entire group. 
To determine if this proved that superficial 
cancers predisposed toward internal ones, as 
claimed by Warren and Gates,?* or pro- 


Submitted for publication Jan. 8, 1960. 
From Department of Dermatology, Highland- 
Alameda County Hospital. 





Association of Bowen's Disease with Visceral Cancer 





















tected against such a complication as advo- | 
cated by Peller,** this figure (5 9%) Was. 
compared with various control series (noi nal 
population cancer rates, lifetime cancer 
expectancy, death statistics, and a cot unty : 
hospital practice) and it was demonst: n HN 
that this number could be used to suppo ort 
either diametrically opposed contention, de- E 
pending on the selection of the control. ae 
However, despite the seemingly convincing  . 
findings presented by each investigator, E. a1 
final interpretation was that, in a given Re e 
group, the incidence of visceral cancer was 5 
the same in patients having or having ha 
mucocutaneous malignant neoplasms as i 
the group free of this manifestation. 
In an attempt to add to the series of. 
Graham and Helwig, 11 patients with 
histologically proven Bowen's disease via 
were known to have died are reported in 
the Table. These figures are presented E 
through the cooperation of Dr. Leste £i ES 
Breslow of the California Tumor Registr ys 
There were only 25 patients reported dui 
the period of 1942 and 1951 with Bowel 


" 


disease, 14 still being alive. E 
The significant findings in this group. PAUL 
regard to the problem under consideration — 
are as follows: five (45.4%) presented 0 
evidence of any malignancy; two (18.2' To) 
had cutaneous epitheliomas ; three (27. 3% | c8 
had internal cancers (one each in the | E 
prostate, bladder, and parotid) ; and one - = 
tient had a ‘carcinoma of the bladder pla 
skin cancer. Combining the four cases with - 
visceral malignancy, with or without as i 3 
sociated cutaneous cancer, this group com- 
prised 36.196 of the total series. ; 

The 14 patients who were diagnosed asd A 
having Bowen’s disease in the California 
Tumor Registry series plus the 8 found in E 
my own practice who were still living © 
presented much less significant findings. As _ 
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far as codd be determined, 17 (77. 3%) 
were free of malignant changes. Four 
(18.2%) developed cutaneous epitheliomas, 
while one (4.596) had an adenocarcinoma 
of the prostate plus multiple basal-cell 
epitheliomas. 

The figures for the patients who have 
|... died are much lower than those of Graham 

. . and Helwig, but this may be owing to less 

= opportunity for follow-up studies. Com- 

bining the statistics of those investigators 
with those from the California Tumor 
Registry, there are only 46 cases, still too 
small a series to be conclusive. Graham and 
Helwig have performed a valuable service 
by pointing out this possible association. 
However, even this small group indicates 
that Bowen’s disease does not have the 
same connotation as malignant acanthosis 

P nigricans or Paget's disease of the nipple. 

Whether the incidence of visceral cancer in 

each age group will prove to be significantly 

increased in Dowen's disease over, say 
squamous-cell epithelioma of the skin, will 
require further study. All that one can say 
at this time 1s that the findings so far are 
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very suggestive that this is the case, ine ae 
even the California Tumor Registry statis- 
tics indicate a 600% increase in patients | 
with Bowen’s disease who show systemic 
malignancy over those with mucocutarieor IS 
cancer. 


447 Twenty-Ninth St. (9). 
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E In two previous studies (Steiner !*!5) it 
| X = was noticed that in parakeratoses and 
_ hyperkeratoses the stratum corneum seems 
a contain ribonucleic acid (RNA). This 
2 Observation was made on sections pretreated 
2 -with ribonuclease (RNase) before staining 
3 with methylgreen-pyronin. It was felt, 
E that the quantitative differences 
between RNase-treated and untreated sec- 
— tions were not significant enough to permit 
. a definite conclusion as to the presence of 
RNA in the stratum corneum. In order to 
$ B ivoa demonstrate RNA it ap- 
a ^w peared desirable to employ a different histo- 
a method. 
<- In studying hair keratin Jarrett * showed 
: Eth hat RNase abolished the brilliant fluores- 
(owe ce of thioflavine-stained inner root 
- sheaths. Since such a qualitative change of 
= i fluorescence reveals the presence of RNA 
with certainty, it was decided to apply the 
fluorescence method to epidermal tissues. 
in the following, the results of a fluores- 
|. cence study in regard to the normal and 
| . pathologic epidermis and stratum corneum 
| are being described. In a subsequent 
E paper, the findings obtained with RNase 
oe other physicochemical procedures will 
E reported upon. 
E 


po $a 


P. EC Certain substances, as long as they are 
- exposed to ultraviolet light, emit a visible 


. Submitted for publication Jan. 14, 1960. 
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Fluorescence Microscopy of Normal and Pathologic 


radiation. Depending on the wavelength 
of the ultraviolet light and on the chemical 
structure of the substance, this “primary 
fluorescence” is of variable color. 

Many dyes show strong primary flu- 
orescence. If these dyes are used as 
“fluorochromes,” i.e., for staining of non- 
fluorescent or weakly fluorescent substances, 
these substances assume the fluorescence 
of the dyes, and thus become easily demon- 
strable. This “secondary fluorescence" is 
either the color of the primary dye fluores- 
cence or, depending on the chemical con- 
stitution of the stained substance, a different 
“metachromatic” color.* 

In histochemical investigations of the 
human skin secondary fluorescence has been 
little used. Bommer,* Haitinger and 
Hamperl* Bejdl? and Stockinger pub- 
lished fundamental studies on primary and 


secondary fluorescence with special empha- 


sis on the dependence of the fluorescence 
on the pH concentration of the fluoro- 
chromes used. 


Flegel* gave a detailed description of the 
induced fluorescence of skin after staining 
with acridine orange. The upper stratum 
corneum appeared orange, the lower green, 
the cytoplasm yellow-green, nuclei red- 
The hair cortex and the cuticle 
fluoresced dull-green, the inner root sheath 
strikingly yellow-green (sometimes red). In 
a subsequent paper, Flegel? described the 
stratum corneum and the horn masses of 
squamous-cell epitheliomas as showing blue 
to green fluorescence. Parakeratosis was. 
green, pyknoses orange to yellow. 

* More detailed discussions of the principles of 


fluorescence can be found in the articles of de 
Lerma," and Price and Schwartz. 
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3j Kod inus M 
PE and js ebllabotitors 10 tested 
many fluorochromes. They found the best 
differentiation of skin structures with com- 
binations of acridine orange and primulin, 
or with thioflavine S and thioflavine T. 

In a second study Jarrett !! worked with 
ribonuclease, desoxyribonuclease, trypsin, 
thioglycolic acid, and a combination of per- 
acetic acid and RNase in an effort to 
analyze the difference between the inner 
root sheath and the stratum corneum. On 
the basis of these experiments Jarrett con- 
cluded that RNA does occur in the inner 
root sheath but not in the hair and stratum 
corneum, 

Pursuing his studies, the same author 1? 
described metachromatic fluorescence of 
parakeratotic layers, and a peculiar fluores- 
cence, similar to that of keratin, in the 
lowest cellular portions of acanthotic or 
papillomatous structures such as warts, 
squamous papillomas, and keratoacantho- 
mas. The substrate for this "basal" fluores- 
cence was thought to be RNA, which is 
supposed to exhibit this fluorescence under 
conditions of mechanical pressure, e.g., by 
acanthotic masses or in the inner root 
sheath. Pressure experiments on rat skin 
appeared to confirm this hypothesis. 


Material and Methods 


A total of 90 biopsies were examined. Of these, 
eight biopsies were of normal skin and two were 
of normal nails. The skin specimens were from 
the face, scalp, leg, sole, and prepuce. Ten ex- 
cision biopsies of pathologic lesions with large 
areas of normal skin at the margins of the sections 
served as controls. Eighty pathologic lesions ex- 
amined carried the following 21 diagnoses: psoria- 
sis, lichen planus, lichen striatus, acute and chronic 
dermatitis, lichen simplex chronicus, lupus ery- 
thematosus discoides and hypertrophicus, ichthyosis 
vulgaris, urticaria pigmentosa, keratotic nevus, 
keratotic papilloma, callus, verruca vulgaris, sebor- 
rheic keratosis, senile keratosis, cornu cutaneum, 
keratoacanthoma, Bowen’s disease, 
basal-cell epithelioma, and prickle-cell epithelioma. 

The biopsies were fixed in 10% neutral forma- 
lini embedded in paraffin, and cut at 5y. The fol- 
lowing fluorochromes were used: Acridine orange, 


TIn contrast to Jarrett et al,“ 10% formalin 
was found satisfactory for secondary fluorescence 
(see also de Lerma 5). 
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"AO" (color index No. "C.L" 788), prim 1 n» 
“P” (CI. 812), thioflavine S, “TS” (CI. 816), 
thioflavine T, “TT” (C.I. 815), and Rhodaāi ine d 
B, “Rh” (C. 749). In pilot studies each was ` 
tested with dilutions from 0.1% to 0.002%, a and 
pH concentrations from 3.0 to 7.5 = 
The optimal dilution for a cleat differentia tion 
of keratinous substance was found to be ).196 T 
for AO, TS, and TT; 0.4% for Rh, and TA x: 
for P. A pH of 6 spent optimal for AO, "ES = 
and TT, and 4.5 for Rh. The pH was ee 
with phosphate buffer. be 
The slides were stained for three minus a ac 
small number of these with combinations of AO-P 
and TS-TT. However, generally only one fluor 94. 
chrome per slide was used, ie, most often AO, - 
frequently TS or Rh, and pe TT; lono- 
chromatic staining resulted in clearer pictures thar n 
combination staining. +t 5 
Since Canada balsam shows a strong primary Y 
fluorescence and therefore interferes with dae és 
fluorochromes, the sections were mounted in 
nonfluorescent "permanent" medium, isobutyl mee d 
acrylate. s 


The optical equipment i consisted of a maxi- . A 
mum-pressure mercury vapor lamp of 200 watts 
("Osram HBO 200"), four "exciter" filters with 
transmission spectra from about 240 to 510 mu. 
(Schott BG 12 (two filters), UG 2, and UG Be 
and a standard microscope with an aluminized 
mirror and a “filter tube extension” between the. 
objective and eyepiece, containing two revolving wc p 
discs with a total of seven “barrier” filters. Tw vo | 
of these barrier filters (Schott RG 23 and GG 4) 
absorb short-wave ultraviolet radiation of a wa "s ; 
length of about 325-360 my; three other filte rst: 
(OG4, OG5, and RG1) absorb blue light of a E. 
wavelength of less than 490 my, and one is 
neutral gray filter. RG23 extinguishes not B v 
radiation below 360 my but also above 500 mu : and . 
therefore acts in the main as a red filter. — 5 


By using different combinations of exciter fil - A 
ters, ultraviolet and blue light of variable wave- - 
length is permitted to strike the stained section Ms 
and in addition, visible light of up to 510 ma 
passes through the microscope. In interposing suit- - 3 
able combinations of barrier filters between the. 
objective and the eyepiece the biologically irritat- . 
ing ultraviolet radiation is absorbed and only visible | 
fluorescent light reaches the eye (or the photc ie ` 
graphic film). B 

The variable use of exciter filters and barrier -— 
filters facilitates optimal fluorescence combinations - 


E 


ag 


and backgrounds for every one of the different 
fluorochromes, on inspection as well as in aae be 
raphy. Therefore, color differences of the same | 


t The entire fluorescence and photographic equip- | 
ment was obtained from Carl Zeiss, Inc, 485- 
Fifth Avenue, New York (17). j: 
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2 Tod Eve ME e ERS uc eoi n 
Secondary Fluorescence ¢ 
AO 
. Stratum corneum Brilliant orange or 
: orange-red 
Barrier Brilliant yellow or green- 
ish-yellow 
eratohyalin Brilliant yellow-orange 
SLAP - Hair Dull green 
^ = Trichohyalin Brilliant orange 
‘Inner root sheath Brilliant orange-yellow 
dun Nail plate Dull green 


Eponychium Brilliant orange 


"ua Ere Ed 1 ; i 1 < Ia: 
h "ave E ^ IVE, A 1 MA. W -} 2 - 
Ser a Fag SE OR ee eee ID Seay 
l Keratinous Structures - 
TS Rh 
Light greenish-yellow Brilliant orange-yellow 
Brilliant greenish-yellow Yellow-orange 
Brilliant green-yellow Brilliant yellow j 
Dull greenish-yellow Brilliant orange-yellow 
Brilliant green-yellow Brilliant orange-yellow 
Brilliant yellow Brilliant yellow 
Brilliant light green Not available 
Dull dark green Not available 
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— structure in different slides are not always meaning- 


^ 
L 
F -— 


- ful. On the other hand, differences of fluorescence 
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-in one and the same section indicate chemical dif- 
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- ferences. 
Results 


|. A. Normal Skin—The Table indicates 


. 
ed 
N , 
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From this Table it appears that there are 


a 
x ° 
" | 


< concise differences of fluorescence between 
- the epidermal stratum corneum and other 
- cutaneous keratin structures. Regardless of 


- which dye is used there always are striking 


differences in color and brilliance (or dull- 
ness) between the stratum corneum (Fig. 
the hair (Fig. 2), and the nail plate 
. 3), and also between hair and inner 


m late and eponychium (Fig. 3). Further- 
i] AC re a minor but distinct difference in 


color and brilliance is usually present be- 





- tween the barrier and the stratum corneum 
EC miguel). Usually, the barrier is lighter and 
` more brilliant than the stratum corneum 
- (Fig. 1). Keratohyalin and trichohyalin 
` granules fluoresce brilliantly in colors simi- 
" ar to those of the stratum corneum and the 


inner root sheaths (Figs. 4 and 5). 


am 

^ The basic fluorescent colors are orange 
_ (AO), greenish-yellow (TS), and yellow 
. (Rh). However, AO and TS show reg- 
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ularly metachromasia of light and dark 
green. This metachromasia is particularly 
pronounced in the case of AO, the stratum 
corneum and the eponychium appearing 
orange or red-orange while the hair and 
nail plate are of a dull green fluorescence. 


With Rh, differences of fluorescent color 
are not as clear as with AO and TS, but 
the contrasts between brilliance and dullness 
are much more striking. 


B. Pathologic Skin—In general, the 
colors and the brilliance or dullness of 
pathologic keratinous structures are the 
same as in the normal skin. The color 
spectrum of the horn substances usually 
extends from orange over orange-yellow, 
yellow, and green-yellow to green. In ad- 
dition, a bluish-green and  whitish-blue 
fluorescence appears in the stratum corneum 
of certain lesions stained with TS. 


The barrier is often very distinct but, as 
a rule, only in hyperkeratoses (Figs. 8-10, 
12, 14). In these structures it is orthochro- 
matic and shows great brilliance. In para- 
keratoses it is generally absent. Also, 
hyperkeratoses usually tend to be rather 
brillant orange or yellow, while parakera- 
toses are more or less dull green with 
yellow streaks (Figs. 9, 6). Pyknoses and 
microabscesses of parakeratoses are brilliant 
orange-yellow (Fig. 6), as are the kerato- 


|. X32. Fig. 2.—Normal hair and ¿inner root sheath. Acridine orange stain; enlarged 100% 
= . from mag. X 128. Fig. 3.—Normal nail with hyponychium and eponychium. Acridine orange 
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FLUORESCENCE MICROSCOPY —KERATIN 


Fig. 9.—Lichen simplex — chronicus. 
There is an orange-yellow hyperkeratosis. 
Acridine orange stain; mag. X 64. 
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Fig. 10.—Discoid erythematodes, yel- F 
low and green, follicular hyper- and 4% 
parakeratosis. There is a very distinct A^ 
barrier (yellow). Rhodamine B stain; |. 


mag. X 64. E. 
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hyalin granules of hyperkeratoses (Figs. or premalignant horn cysts and hyperkerato- — 

j Mg : e T7 

4. 11). ses quite regularly show a dull, metachro- — .- 

In contrast to their usual appearance, matic color, while benign cysts are mixed — 

s : , » d 

great masses of hyperkeratoses are often — orthochromatic and metachromatic with a 3 

metachromatic, dull green (Figs. 8, 11, 12), predominance of orthochromasia. f 

especially also in closed, cystic cavities, e.g., Dyskeratoses, particularly of malignant » 

of squamous-cell epitheliomas. Such masses lesions and onion-like inclusions (Fig. 7) x 

~ . - . . p : d 

sometimes appear bluish with TS, e.g., in are frequently brilliant, although in most | 

ryn’ . . . è a 

callus (Fig. 11) and verruca. Malignant instances metachromatic and only sometimes a 

d 

n. 

a 

$5 | 

ped 

A 

3. 

Fig. 11.—Callus, showing increased 24 

. y . 4 

stratum granulosum (keratohyalin), dis- x 

> . ; Wm 

tinct yellowish-green barrier, and dull a 

green hyperkeratosis. Sweat duct is vis- & 

ible through stratum granulosum and P 

transition. zone. Thioflavine S and thio- ; 
flavine T stain; mag. X 64. 
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vellow- 


dark green, 
para- and hyperkeratosis, 


Fig. 12.—Verruca vulgaris ; 
ish-green, and yellow 
yellowish-green barrier. 


X 16. 


Rhodamine B stain; mag. 


mixed meta- and orthochromatic, 1.e., 
with yellow streaks and flecks (Fig. 7). 
No characteristic fluorescence is specific 
for any class of (inflammations, 
nevi, growths). However, it may be stated 
that parakeratoses horn 
structures tend more toward metachromatic 
fluorescence, and benign 
keratinous growths toward orthochromasia. 
Furthermore, fluorescence pat- 
terns appear quite regularly in all pathologic 


green 


lesions 


and malignant 


hyperkeratoses 
certain 


horn structures. Dense, more-or-less homo- 
geneous horn layers are almost invariably 


metachromatic, while loose layers, fiber frag- 


Fig. 14—Hyperkeratotic nevus: green 
and yellow para- and hyperkeratosis; dis- 
tinct, yellow barrier. Rhodamine B stgin; 


mag. X 64. 
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Fig. 13.—Seborrheic keratosis, same section as 
in Figure 14; green, vellow, and orange horn 
cyst. Acridine orange stain; mag. X 64. 


ments, and flakes are regularly orthochro- 
matic. This applies to all lesions, and also 
1-4). The hyperkera- 


tosis of chronic dermatitis represents an ex- 


to normal skin ( Figs. 


fibrous, orthochromatic 
that of the callus 
homogenized 
Ot Lh. 
Dyskeratoses and inclusions (Fig. 7) repre- 
sent other examples of dense metachromatic 


ample of a loose, 
stratum corneum (Fig. 9), 


is typical for dense, rather 


metachromatic horn masses (Figs. 


structures, while benign horn cysts and 
disjunct masses of fragmented fibrous 


keratin (Fig. 13) are loose and orthochro- 


matic. There are exceptions to this rule of 
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Bor _ (Fig. 7). However, in general, a morpho- 
oes logic characterization of the secondary 
- fluorescence of keratinous structures can 
well be made in terms of the texture of the 
keratinous substances. 


Comment 


The results obtained in this study agree 
= with most of the findings of previous in- 
jt vestigators.9^19-12 "The discrepancies be- 
A tween colors mentioned in the literature and 
those described in the foregoing are due to 
the use of different filters. At any rate, the 
same structures showed orthochromasia or 
metachromasia, brilliance or dullness, in the 
previous reports as well as in this study, 
regardless of the filters used. Also, some of 
the reports on pathologic material (e.g. 
Flegel*) correspond to findings in this 
study. 


The metachromasia of parakeratoses as’ 


described by Jarrett et al.!? is not quite con- 
= stant and the orthochromatic streaks in 
- parakeratoses do not always correspond to 
_ pyknoses. Furthermore, no fluorescence of 
the lower epidermal layers of papillomatous 
"pressure lesions" could be observed. 


ier 


The variable fluorescence of different 
keratin structures must be due to certain 
definite physicochemical factors, Among 
these, the adsorption of the dye to the sub- 
strate is very important. This adsorption 
depends on the ionization of the dye. 


Fluorochromes in solution may or may 
not ionize, If they ionize, then they are 
either cathodic (basic) or anodic (acid). 
AO is a cathodic fluorochrome, whereas Rh 
is non-ionizing (de Lerma). 

Ionized fluorochromes are electroadsorbed 
to the protein substrate (Strugger 17). The 
extent of adsorption is reponsible for the 
color and brilliance of the fluorescence. Ac- 
cording to Strugger,!? dead cellular material 
concentrates AO better than living cyto- 
plasm (“concentration effect") because of 

t -à physical change of the protein micellae. 
E Lo: Therefore, dead material appears more 
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living - subs tances s 
greenish, i ARM UT 
The orange fluorescence of kerati e 
substances can thus be explained | 
"concentration effect" of “dead” substa 
According to this explanation, Nos 
ing horn masses represent "living" meta 
lizing structures. This appears. ^q 
plausible if one considers that de ge C 
fluorescence of keratin substances "cti 
particularly in pathologic tissues wikt i apid | 
growth and increased metabolism (e.g, ~ 
parakeratoses, squamous-cell epithelior as | 
etc.). Bi: 
However, the  "live-green, daak 
theory does not explain all duo roc me. 
phenomena, and to some of them it cann jt 
even be applied; rhodamine and other non 
dissociating fluorochromes stain lipig A 
specifically, and they" do not exhibit - the 
"concentration effect." In this connection ice 
Jarrett et al. recently showed that the. X 
granular layers and the barrier, as vel as 
parakeratoses, have a higher than 12 
phospholipid content, and therefore "e. ho- B 
damine or phosphine fluorescence of da x 
structures could be due to phospholipids. bs 


Furthermore,  Armstrong,! Bertalanfly 
and Bickis? and others, showed that with- 
AO the orange or red in vivo fluorescence d 
of liver, pancreas, etc., is due to RNA, and - 

subsequently Jarrett n demonstrated d 
the fluorescence of the inner root sheath | E 
depends on RNA. Therefore, if RNA can | 

be demonstrated in horn ERGEN cen | 
this would provide a better explanation for PO 
their orange-red fluorescence than the ‘ Con 


centration effect.” A ? E 


There still is another explanation for 1 € 
variability of the fluorescence of ditferer n 


keratin substances. On living plants Hoe- 


ac 
^ T 


ac 
E 
N ‘ ae 
e TE" AM 


t aoe ah, £ 


fler? showed that the adsorption of fluc oe 
chromes depends on the permeability I A 


the plant t#ssues. By analogy, the relation- — a 
ship between orthochromasia or metachro- - 
masia of AO and looseness or detisenade™ 

of the horn substance suggests a perme- | 
ability factor as decisive for the type of E 


fluorescence. Loose fibrous layers and . E: 
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| E “fragmented aggregations seem more perme- - 


| able and therefore more stainable than 

kede se, homogenous masses. In view of the 

~ almost regular CORSA of the “loose- 

Do range, dense-green” relationship the perme- 

a 5 lity factor of different horn structures 
P deserves special attention. 


. No definite conclusions can be drawn 
~ from this study. As regards the initial 
question of the occurrence of RNA in the 
A stratum corneum of parakeratoses and hy- 

erkeratoses, the orange-red fluorescence of 

these structures can be interpreted as con- 
of matory. However, the apparent depend- 
Ee e of the fluorescence on differences of 
By te» ture suggests a permeability factor as 
T Od veing responsible for variations of color 
«and brilliance of different keratinous struc- 
En ures. The role of these different factors is 
Bo be ing investigated, and the results of this 
m study will be reported upon in a subsequent 


Summary 


- The principles of fluorescence microscopy 
e E: we briefly discussed and the fluorochroming 
m ethods, the fluorescence microscopic equip- 


AU ment, and procedures are described. 


R1 E e ius studies on fluorescence micros- 
copy of the normal and pathologic skin 
E. re reviewed. 
E In 10 normal-skin specimens and 80 
Es biopsy specimens of skin lesions, the dif- 
E ferent keratinous structures were found to 
SS “exhibit variable colors and degrees of 
| à. brilliance. No specific fluorescence is char- 
acteristic for any one lesion but parakera- 
/- toses and malignant horn structures tend 
| toward metachromatic color changes and 
d , dullness, hyperkeratoses and benign kera- 
7. tinous growths toward orthochromasia and 
I ions There is also a rather constant 
relationship between the texture of horn 
E neue: and their fluorescenge. Loose, 
ac fibrous structures are brilliantly orthochro- 
2) matic; dense, rather homogeneous masses 
= dully metachromatic. 
4 _ Histochemical differences (e.g. of RNA 
. content) and physicochemical alterations 


. 110/ 360 


= m 
P Ue 4 
— 


le g. Sui Lote may be. respon- 
sible for the variability of the - observed 
fluorescence phenomena. 


Miss Ethel Suben, B.A, and Mr. Alexander 
Levine, B.A., helped in the preparation of the 
slides and photomicrographs. 


Dermatology Section, Veterans Administration 


Hospital (9). 
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© This report describes the clinical and 


pathologic features of a series of patients 
we have observed with linear, firm plaques 

p 

í of the medial and lateral aspects of the 

i ands. Five illustrative cases are presented. 
ET l'he lesions are bilateral and symmetrical and 
Frare situated at the juncture of the palmar 

and dorsal skin. Histologically, the process 


324] 


E. s characterized by a rather distinctive dep- 
f osition of dense collagen and elastic tissue, 


E^ ‘involving most of the reticular dermis but 


LE 


a usually sparing the papillary dermis and 


ete 


2 
Lg 
da 


ES 
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dx 


ire 


pee 
— The condition is chronic, essentially 
E: "asymptomatic, and slowly progressive. Our 
patients could not date the exact onset of 
| E their lesions but had noticed slow develop- 
n n nent over a 5- to 15-year period. The only 
e. mptom mentioned by any of the patients 
has been stiffness resulting from advanced 
| - involvement of the flexor creases. In the 
3 © fully developed case, both hands are sym- 
4 - metrically involved. A firm plaque extends 
t. E near the end of the thumb around the 
~ web and distally along the side of the index 
finger The plaque is disposed along the 
e of the thumb and index finger at 
- the juncture of the palmar and dorsal skin. 
P The ulnar side of the hand may be involved 
in similar fashion and, less commonly, the 
medial and lateral sides of the middle and 
ring fingers. In one instance a plaque ex- 
tended down the ulnar margin of the hand 
E onto and across the volar aspect of the 
E wrist. Change in color is not a constant 
nding, but some of the lesions have a 


-yellowish appearance and some are ery- 


Er 
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3 Submitted for publication Dec. 28, 1959. 

= Markle Scholar in Medical Science (Dr. Clark). 
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thematous. The surface may be scaly or 
smooth and glistening with telangiectasia. In 
the middle of many plaques is a shallow, 
linear furrow which extends almost the 
whole length of the lesion. 


Careful inspection of some of the lesions 
suggests that the linear plaque may have 
been formed by fusion of discrete, disk-like 
areas. This impression was confirmed when 
"early" cases were discovered, with wrinkled 
papules in a linear array in the same localiza- 
tion as the linear "confluent" plaque charac- 
teristic of older lesions. The wrinkled 
papules are unaltered in color but contain a 
shallow depression in the center. Early 
lesions do not have the smooth, glistening 
surface frequently seen in the linear plaques. 


Clinical Observations 


The first patient was observed by one of 
us (J. W. B.) about 10 years ago (Fig. 1). 
[Initially the disorder was considered un- 
common, but a search of the clinic patients 
in recent months has resulted in finding a 
number of persons with characteristic 


lesions. 


Fig. 1—Depressed, linear bands on lateral mar- 
gin of index fingers. 








. Fig. 2 (Case 1).—Close-up view of lesion on the 
index finger. 


Report of Cases 


Case 1—A white woman, aged 62 years, was 
being followed in dermatology clinic for actinic 
keratoses involving the face and dorsa of the 
hands. These lesions had developed over a period 
of 10 to 15 years and were asymptomatic. No 
members of her family had a similar affliction. 
Her hands were symmetrically involved on the 
radial and ulnar margins with a series of waxy 
plaques that contained shallow central depressions 
(Fig. 2). The web between the thumb and index 
finger was prominently affected. The lesions, 
which were slightly scaly with telangiectases, ex- 
tended onto the volar surface of the wrists to the 
ulnar side (Fig. 3). On examination, no other 
gross abnormalities were seen except for actinic 
degeneration and scattered senile keratoses of the 
face and hands. The hemogram, serum proteins, 
A/G ratio, serum calcium and phosphorus, were 
all within normal limits. Results of radiologic 
examinations of the hands and chest and of a 
barium swallow were also normal. 


Case 2.—The patient, a Negro man aged 62 
years, was being treated for lichen simplex 
chronicus of the leg. He had pale, sclerotic le- 
sions that extended along the index finger, around 
the web, and onto the thumb. The lesions, bilateral 
and symmetric on the margins of the hands, were 
composed of small, glistening plaques with be- 
ginning central depression. The skin of the face 
and hands exhibited no gross evidence of actinic 
degeneration. 

Case 3.—This patient, a white man of 44 years, 
was seen in dermatology clinic for asteatosis and 
lichen simplex chronicus of the leg. Both hands 
were involved on the radial borders. The lesions 
were yellowish, linear, and hard, and appeared 
to be atrophic. The skin of the face and dorsa 
of the hands showed actinic degeneration. 

Case 4—A white woman, aged 76 years, was 
being followed in dermatology clinic for senile 
keratoses. Her hands were severely affected on the 
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Fig. 3 ( Case 1).—Depressed, waxy plaques 
symmetrically distributed on ulnar margins of the 
hands. 


lateral side of the index fingers, around the web, . 


and onto the medial border of the thumbs by 


hard, glistening, yellow-white plaques bordered by - 


wrinkled, shiny papules. 


Case 5.— The patient, a 73-year-old white man, 
was being seen in dermatology clinic for a chronic 


Trichophyton rubrum infection of the feet and 


actinic keratoses of the face and hands. His hands 
were affected on the radial margins with lesions 
similar to those described in Case 4. 


Histologic Observations 


The microscopic changes observed are 
distinctive enough to permit diagnosis of 
this process in most instances. Biopsies must 
go through the entire dermis and into the 
subcutis to demonstrate all of the charac- 
teristic changes. The epidermis is usually 
somewhat thickened, with partial loss of the 
rete pattern, There is hyperkeratosis and 
sometimes loss of polarity in the basal layer. 
The papillary dermis contains a few lympho- 
cytes and shows “senile” degeneration of 
collagen and elastic fibers. The characteristic 
changes begin abruptly at the lower border 
of the papillary dermis and end almost as 
sharply near the junction of the subcutis 
with the reticular dermis (Figs. 4, 5, 6). 
This band-like zone consists of numerous, 
dense collagen bundles mixed haphazardly 
with “elastie’ fibers (basophilic fibers seen 
in senile degeneration). Some collagen and 
elastic fibers form small bundles that tend 
to run perpendicular to the epidermal sur- 
face. The involved area is almost acellular. 
An occasional fibrocyte is seen, but there 
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Fig. 4.— The photo- 
micrograph shows the 

3 entire thickness of the 
lesion. The upper portion 
shows the epidermis and 

E the spared papillary der- 
mis. The midportion 
shows the dense fibrous 


EL. plaque, while the lower 
a; part of the picture il- 
i lustrates a small zone of 
Sa the uninvolved lower der- 
En mis. X 130. 

f + 

f 

E: 

t 

ie 

s 





e 4 


XT WAU NEL 


E 

u 

i 

m 

"t. s 

t Fig. 5.— The photo- 
5 micrograph shows the 
$ upper portion of the proc- 
E ess at higher magnifica- 
A tion. The uninvolved 
js upper dermis clearly de- 
' lineates the abrupt mar- 
^ gin of the lesions. X 203. 
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Fig. 6—The lower mar- 
gin of the lesion is shown 
at higher magnification. 
This margin, which is 
just below the middle of 
the picture, is almost as 
sharp as the upper mar- 
gin of the lesion. X 203. 
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Fig. 7.— The edge of a am^. > EENE # Did h A CIN X x hc M" e. Re UE 
papular lesion is shown. PS Y Ng gly | NM 
At the left the der- 
mis shows a significant 
amount of senile degen- 
eration, but this is easily 
distinguished from the le- 
sion occupying the right 
half of the photomicro- 
graph. X 163. 
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are no inftar y cells and VERUS 
Enc are rare. Calcium deposits are com- 

- mon but are not massive. The wrinkled 
am) papules which form the earliest clinical le- 
s sions observed thus far, show changes 
similar to the plaque-like lesions. At the 
E margin of- the papular lesion, however, 
the process is sharply delimited from the 
ininvolved dermis (Fig. 7). Studies of 

= special stains have not yielded any clues 
as to the pathogenesis of the process. A de- 


a iled study of the histological changes is to 
be reported. 

T 

B. Comment 

E } Tn essence, the process described in this 


aper is an alteration of circumscribed, 
- roughly circular areas of the reticular dermis 
yat the junction of the palmar and dorsal 
L skin of the hands. This altered dermis 
- results in elevated papules, which gradually 
: Ei to form linear plaques. The nature 
| the changes in the dermis is unknown, 
* but the resultant lesion may be recognized 
b E cu» and microscopically. The peculiar 
alteration of the dermis is somewhat sug- 
restive of senile degeneration and vaguely 
* ge embles morphea. At present, it would 
eem best to regard it as a “degenerative” 
ch hange in the reticular dermis of unknown 
x. 3i tology. 

x The majority of patients with this dis- 
: io order have rather advanced actinic degenera- 
- tion of the exposed skin, but some have 
Eh ad minimal degenerative changes. We 
E annot satisfactorily classify the whole 
z .. process in one of the known clinicopathologic 
| , entities. It is perhaps best designated by 
the descriptive term “degenerative colla- 

p genous plaques of the hands.” 


I 


_ Lesions similar to these “collagenous 

E aques” have doubtless been observed by 
EO hers.^? Anderson and Rowe; for example, 
-— at the April, 1955, meeting of the Los 
Mie Dermatological Society," presented 

A case that was identical to the cases herein 


reported: In addition some of the cases of Us 
acrokeratoelastoidosis *? have features sime ^ 
ilar to “collagenous plaques.” The cases ps eee 
this report serve to call attention to the - 
clinical and histologic features of these le- ~ 
sions which make the disorder a distinctive 
entity, 


Summary n - z 


The clinical and histopathologic features 
of a relatively common affection of the 3 
hands are described. These are characterized 
grossly by a series of glistening plaques in 
a linear arrangement along the margins of 
the hands. Microscopically, the lesions ex- 
hibit a peculiar basophilic fibroelastosis 
affecting most of the reticular dermis. We 
have been unable to arrive at a satisfactory —— 
diagnosis and refer to the disorder as — 
"degenerative collagenous plaques of the E 
hands." c» 


925 Maison Blanche Building. 


Addendum 


Since this manuscript was submitted for 
publication our attention has been called to 
reports of similar cases in the South Amer- 
ican Literature.9* 
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Keratosis follicularis, commonly referred 
to as Darier’s disease, is a rare, persistent, 
cutaneous disorder characterized by malo- 
dorous, greasy, crusted, sometimes pustular, 
hyperkeratotic brownish-red papules located 
primarily on the scalp, face, retroauricular 
areas and the trunk. The disease occurs most 
commonly in males and usually begins in 
childhood. Sporadic cases are common but 
many instances of familial occurrence have 
been noted which were transmitted as a 

simple Mendelian dominant.! 


Observations 


E A few months ago three patients with 
keratosis follicularis were seen almost simul- 
taneously at the University of Oklahoma 
Medical Center. At that time the observa- 
tion was made that there were lesions, which 
appeared to be verruca plana, on the hands 
of all three of these patients with keratosis 
follicularis (Fig. 1). It was thought that 
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Fig. 1.—Verruca-plana-like papules in keratosis 
follicularis. 
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this association was probably not coinci- — 
dental. Biopsies were performed of several. - 
of these verruca-plana-like lesions. The. 54 
histopathologic characteristics include hyper- = 
keratosis without parakeratosis or vacuoliza- - E 
tion of cells, a prominent granular cell | 
layer, slight acanthosis, and papillomatosis P 
(Fig. 2). E 


In two patients with Darier's disease the is = 


ei: 


following procedures were done: E p: 


(1) An intense erythema dose of win- © 
dowed ultraviolet light (hot quartz) ad- 
ministered to an essentially uninvolved area - as 
of skin produced typical lesions of Darier’s — 
disease in one patient (Fig. 3) but not in - 
the other. These classic lesions occurred 
within one to two weeks and were persisting @ 
without sign of regression five months fol- 
lowing the irradiation. 


(2) Erythema was also produced by ap di 
plication of phenol and ethyl chloride spray - 
to each patient and lesions of keratosis m. 
follicularis were noted to appear in these - 
previously uninvolved areas. The lesions A 
so produced occurred primarily at the < E 
periphery of the treated area, forming a ring ` 
of lesions. E 

(3) In one patient, full thickness, 1 cmi m 
punch grafts were transferred from an area 
of involvement to an area of uninvolvement RA * 
and vice versa. It was noted that the in- 
volved graft cleared, whereas the previously. S 
uninvolved graft developed lesions. -~ Bn. 


Comment 


Of the principal textbooks of dermatology. - 
only one mentions lesions occurring in kera- o 
tosis follicularis which resemble plane. Wer a 
rucae but the exact nature of these lesions — A 
is not clarified. After reviewing the litera- — 


ture it was found that verruca-plana-lihe ~ 
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Fig. 2.—Histopatholog- 
ical section of verruca- 
plana-like papule. 





Fig. 3.— The develop- 
ment of keratosis follicu- 
laris in a test area of 
ultraviolet-light exposure. 
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lesions on the dorsum of the hands and feet 


of patients with keratosis follicularis were 


first described by Darier himself, who recog- 


nized that clinically and histopathologically 
these lesions differed from those of kera- 
tosis follicularis.?^? Mention was again made 
of these lesions by Boeck as early as 1891.2 
During the past few decades Hopf, Love- 
man, and Graham,? and most recently 


. Montgomery * have shown that these flat 


wart-like lesions are  histopathologically 
identical with acrokeratosis verruciformis 
of Hopf. This conclusion is confirmed by 
our study. 

To further emphasize the relationship 
between acrokeratosis verruciformis and 
keratosis follicularis, it is known that minute, 
glistening keratotic papules (Brauer's dis- 
ease, hereditary keratoma dissipantuno, acro- 
keratosis palmoplantaris disseminate) may 


occur on the palms and soles in each of 
these diseases.?? So, 


it is seen that these 
three entities, acrokeratosis verruciformis 
of Hopf, keratosis follicularis, and keratotic 
palmar and plantar lesions, may exist inde- 
pendently or in any combination. Also, 
Darier's disease and acrokeratosis verruci- 
formis have similar dominant genetic trans- 
mission. Therefore, it is proposed that 
when keratosis follicularis, acrokeratosis 
verruciformis, and palmoplantar keratoses 
occur together they comprise the fully de- 
veloped hereditary disorder; whereas one or 
two members of the triad may appear as a 
forme fruste. This varied expressivity of 
genetic disease is also seen in such disorders 
as neurofibromatosis, epiloia, familial hyper- 
cholesteremia, etc. 

Another aspect of keratosis follicularis 
is the relationship of sunlight to aggravation 
of the disease. There are reports of pre- 
cipitation of keratosis follicularis after an 
intense sunburn,^5 and it has been known 
for many years that the lesions of Darier's 
disease can be induced experimentally by 
ultraviolet irradiation."* Some people ? have 
regarded this as a Koebner phenomenon 
and this concept has been further extended 
by the production of classic lesions of 
Darier's disease by cautery and cantharidin.§ 
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light, phenol, ethyl chloride spray, and full- 


TS ere 


£owd 
* 


Conversely, however, there are repa 
instances in which patients with keratosis 
follicularis were not affected, or were even 
improved by exposure to sunlight or ultra: | 


violet light.* : E 
Although there is general agreement that E 
sunlight is an aggravating factor and at 
times may actually initiate lesions of kera- E 
tosis follicularis, it is difficult to see how 
this could be the principal causal factor, = 
inasmuch as lesions occur most Ee dg 
in those areas not usually exposed to light, 
and, indeed, even on the mucous membran a ^ 
In order for light to be the principal etio- 
logical factor one would have to postulate a E 
humoral mechanism. OM 
Shelley, in a recent article,!? felt that K | 
sebum played a key role in the localiza non ie 
of lesions, and certainly the lesions are most — 
pronounced in the sebaceous areas. But 
sebum or sebaceous glands must not be - E. 
the primary factor in producing this dis- - ES 
order, since typical lesions occur on se- E 
baceous-free mucous membranes. Also, te 
keratotic palmar and plantar lesions which — 
are commonly seen in association with — 
Darier’s disease are present in areas devoid TT 


of sebaceous glands. E. 


"E 
coy 
E 
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s^ 
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Conclusion and Summary OB 


Patients with keratosis follicularis were — 
observed to have associated verruca-plana- | 
like lesions which were studied histopatho- —. 
logically. The histopathology is that of 
acrokeratosis verruciformis. It is uote E 
that keratosis  follicularis, acrokeratosis — - 
verruciformis, and their frequent associated - P 
palmoplantar keratoses are varied expres- 
sions of the same genetic disorder. | 3 i 


The production of lesions by ultraviolet 


thickness punch grafts was demonstrated, 
The relationship of sunlight and trauma to - 
keratosis follicularis remains an enigma, but E 
it may suggest avenues for further investi- "T 
gation of the physiochemical processes of — 
this hereditary disease. | 


411 N.W. Eleventh St. (Dr. Everett). 
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Maduromycosis 


An Unusual Case with a Description of the Causative Fungus 


$ ARTURO L. CARRION, M.D.; MARGARITA SILVA HUTNER, Ph.D., New York; 
. HECTOR M. NADAL, M.D., and MARÍA E. BELAVAL, M.S., San Juan, P.R. 


During the early years of medical my- 
cology comparatively little importance was 
given to the dark fungi of the family 
Dematiaceae. These were frequently dis- 
carded as laboratory contaminants. How- 
ever, recent developments in the field of 


fungus diseases have revealed an increasing - 


number of mycoses produced by species of 
that family. In some of these mycóses, the 
infection lies in the epidermis, producing 
comparatively little damage. In others the 
parasite penetrates deeper into the skin and 


subcutaneous structures, inducing a more 


destructive pathologic process. Finally, there 
are still others in which the invasion of 
an internal organ may lead to serious clinical 
complications and even to death. There is 
no doubt that the dark-colored fungi have 
come to the foreground as an outstanding 
pathogenic group. The present study deals 


. with an infection where the causative agent 


was one of the rare species of that group. 


Report of a Case 


A male, colored, married, Puerto Rican veteran, 
35 years old, who was conductor of motor ve- 


hicles during the Korean War, was admitted to 


San Patricio Veterans Administration Hospital on 
March 10, 1959. 


Chief Complaint.—Recurrent subcutaneous tu- 
mors of the right lower leg. 


Submitted for publication May 19, 1960. 


Read at the 80th Annual. Meeting of the Ameri- 
can Dermatological Association, Inc., Boca Raton, 
Fla, April 8-12, 1960. 

From the Department of Dermatology, College 
of Physicians and Surgeons, Columbia University, 
New York, N.Y. (Dr. Carrión and Dr. Silva 
Hutner), and the San Patricio VA Hospital, San 
 ]uan, P.R. (Dr. Carrión, Dr. Nadal, and Miss 


; - Belaval). 





“In 1955, it was stated, the lesion had g 


_ The nodule increased in size, and, in October, 195 6, | 
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Past History. —The disease began while ti 
tient was in active service in Korea about th 
1951, when he noticed a small, hard, por 
ing mass beneath the skin, a short 
the. external malleolus on the right ankle Te gio 
























about half an inch in diameter, fonti qi site ais 
prominence- above the surface of the skin. It h 
exudate could be METAM at various points. | rs 
this time, the patient had returned to Puerto ] 
where the lesion was completely removed surgic: lly y. 
at one of the federal hospitals. X2 


About six months after the above operation, ‘= 
small nodule became noticeable beneath the sc a 
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it was excised in toto at the San Patricio V 
Hospital in San Juan. The surgeon reporte 
fibrous tumor measuring approximately 4 cm. 
diameter, firmly adherent to the sheath of the 
peroneous longus et brevis. The pathologist d dis- 
closed “a fungus granuloma strongly suspicious ots 
chromoblastomycosis" ; and cultures from the tis ue 
revealed the presence of a black mold which was 
not identified. The patient was discharged in good — 
condition. P 


In August, 1958, the patient was readmitted t o - 
San Patricio Hospital with a second recurrence "^ 
which had been progressing for at least nine - 
months. At the time of admission the tumor was - p. 
described as a hard, violaceous, fungating, Sup- - 
purative mass, roughly oval in shape, meas ring | l 
about 4 cm. long, with “several small, dischi ging | 
sinuses.” The skin adjacent to this mass was in- d 
flamed, and underneath it there were tender palpa- ^ 
ble nodules. On the removal of this lesion, on 
Sept. 9, the surgeon noted an extensive granu- | x 
lomatous formation involving “the skin as well 
as the fascial planes with occasional muscular —. 
attachments." Wide excision was carried out with — 
dissection into the soft tissues until all gross patho- 
logic materia? was removed, the operation being ki 
completed with a skin graft. The histopathologic fer 
diagnosis was “chromoblastomycosis of the right | 4 E 
leg," and cultures from the lesion again produced - 
the black mold isolated on first admission, - On 
Sept. 23 the patient left the Hospital in perfect re 2 
health. ` i e : 
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Fig. 1.—". a large, rounded, healthy-looking 
skin graft " Note bulging mass anteriorly ; 
also area of infiltration on upper border. 


Present Illness—The patient stated that, after 


the last operation (Sept. 1, 1958) he remained 
well until a few weeks prior to his present admis- 


Fig. 2—". The lesions would de- 
velop a. tuberculoid structure 
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sion (March, 1959), when he noticed the onset of 
new nodules on the region previously infected. 

Dermatological examination revealed a large, 
rounded, healthy-looking skin graft located on the 
outer aspect of the right lower leg (Fig. 1). The 
grafted area was rather irregular in contour and 
measured approximately 6X7 cm., with the longer 
axis slanting down from the back. On the an- 
terior portion of the graft there was a hard, 
indolent, flattened, hemispherical mass about 15 
mm. in diameter, which was movable under the 
skin. Another infiltratel mass, measuring 3 cm. 
long, was noted on the upper border of the graft, 
and, finally, in the subcutaneous tissue lying just 
below the graft, and above the external malleolus, 
there was a third nodular lesion about the size 
of a small almond, also movable under the healthy 
skin. 

Physical examination, including x-rays of the 
right ankle region for bone pathology, did not 
reveal any important abnormalities. 

Histopathology.— The pathologic picture was that 
of a subcutaneous fungous granuloma. It consisted 
essentially of accumulations of small, mostly spher- 
ical nodules separated from one another by a 
profuse fibrous stroma which actually encapsulated 
the individual nodules. 


In the early stages the cellular infiltrate re- 
vealed the presence of lymphocytes, plasma cells, 
polymorphonuclear cells, and eosinophils, usually 
gathered around the blood vessels. Subsequently 
the lesions would develop a tuberculoid structure 
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Fig. 3.—". . . with an abundance of 
epithelioid cells and occasional giant 
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with an abundance of epithelioid cells and oc- as comparatively large, bizarre-shaped, yellowish- | 
casional giant cells of both the Langhan's and brown, compact masses of cells in the center of -| 
foreign body types (Figs. 2 and 3). Finally, the the abscesses (Fig. 4) or as individual cells either 
tubercles were transformed into microabscesses, free in the tissues (Fig. 5) or within giant cells 
and the infecting parasite could then be observed (Fig. 6). 3 
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Fig. 4.—'". . . tubercles were trans- 
formed into microabscesses and the in- 
fecting parasite could then be observed 
as comparatively large, bizarre-shaped, 
yellowish-brown, compact masses in the 
center of the abscesses.” 
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‘As the infection progressed, the cellular infiltrate 


became more diffuse; the tuberculoid structure 
and the fibrosis appeared less conspicuous, and 
the microabscesses would tend to fuse, forming 
larger foci of suppuration. 


Fig. 6.—Parasitic cells within a giant 


cell. 
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Fig. 5.—Individual parasitic elements 
free among the infiltrating cells. 


The tissue reaction extended downward as far 
as the underlying muscular fascia. Superficially, 
the skin was not affected while the infection re- 
mained in the deeper tissues (Fig. 7). However, 
the epidermis 


as the corium became involved, 
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Fig. 7.—". . . The skin was not affected 
while the infection remained in the deeper 
tissues." 


gradually thickened, with the development of acan- 
thosis and hyperkeratosis (Fig. 2) and it was 
finally broken, giving rise to ulceration and sinus 
formation, 

Cultures produced, for a third time, the black 
fungus previously reported. 

Treatment.—On April 14 the patient was sub- 
jected to a radical excision of the old skin graft 
including the adjacent surrounding skin, the sub- 
cutaneous tissue, and the nodule just below the 
graft. The whole denuded area was then covered 
with a new split-thickness graft. Six days later 
the dressing was removed, there was a 100% take 
of the skin graft, the sutures were taken off, and 
on May 27 the patient left the Hospital in good 
condition. 

Course.— The patient was readmitted to O.P.D. 
on Sept. 19, 1959, approximately 4 months after 
his last discharge. There was a pea-sized, hard, 
subcutaneous nodule underneath the anterior por- 
tion of the graft, and, close to this nodule, on 
the border of the graft, there was a small, super- 
ficial, crusted lesion quite adherent to the bone. 
Cultures from both of the latter lesions revealed 
the presence of the fungus repeatedly isolated in 
previous attacks. | 

Griseofulvin (Fulvicin) therapy * was initiated 
on Sept. ll (prior to admission) and continued 


* Grateful acknowledgement is made to the 
Schering Corporation, Puerto Rico Office, for the 


generous supply of Fulvicin tablets to treat this 
patient, 
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days, reduced to 1 gm. daily for the rest of that 


period, a total of 78 gm., without any important 


side-reaction. There was no clinical evidence of 


improvement. 
On Jan. 19, 1960, the two lesions were com- 


pletely excised and the operation was completed — 


with another skin graft. The histopathology of 
the nodule was identical to that of other nodules 
previously excised and cultures were also positive. 
The patient is still under observation. 


Comment.—The original diagnosis of chromo- 
blastomycosis in this case was untenable. On the 
basis of clinical evidence, histopathology, and my- 
cologic findings, the infection has been classed as 
maduromycosis. 


The lesions of chromoblastomycosis are es- 


sentially out-growing tumors which do not usually 
penetrate beyond the subcutaneous tissues. In cases 
of maduromycosis the pathologic process is pri- 
marily subcutaneous with a tendency to invasion of 
the underlying structures. 


Microabscesses are common to both diseases, but 
free abscess formation with fluid suppuration and 


draining sinuses is a feature of maduromycosis and 
not of chromobfastomycosis. 


In the lesions of the latter disease the infecting 
organism generally appears as discrete single cells, 
or small groups of cells which never become con- 
spicuously large, usually requiring high magnifi- 
cation in order to disclose their parasitic nature. 
In maduromycosis, the fungus tends to grow into 
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large colonies, or "grains," with bizarre morphol- 
, g 


ogy, and these may be easily recognized in tissue 
under low magnification. Indeed, they may even 


be visible with the naked eye when present in the 
. draining exudate. 

According to the clinical findings and history 
it has been well 


with eventual abscess formation, 
draining sinuses, and fluid suppuration; with 
characteristic "grains" in the infected tissue. Fur- 
_ thermore, and as will be shown below, laboratory 
P studies did not permit the identification of the 
` etiologic fungus with any of the species which 
. cause chromoblastomycosis. 


Mycology 


The causative agent of the disease in 


| . this patient is a dark, polymorphic organism. 


In addition to the parasitic forms found 
jn tissue, it possesses a yeast-like phase, 
Si Wehich was accidentally isolated in one of 
. the biopsies, and a moldy phase, which has 
been consistently obtained from the lesions 
in all the outbreaks of infection. 


.* Material and Methods of Study 


The parasitic phase of the fungus, as present 


in tissue, was studied in histopathologic sections 
of four different biopsies taken during the course 
of the disease. The sections were stained with 


hematoxylin and eosin. 
Cultural studies were conducted on Sabouraud's 
glucose agar, corn meal agar, plain Czapek Dox 


. agar, Czapek Dox agar with yeast extract, and 


Sabouraud's glucose broth. 


For gross character observations, plate and slant 
cultures were used, and for microscopic morphol- 
ogy, the usual slide cultures, the Riddell type of 
slide cultures, teased mounts of culture material, 
agar culture cuts, and hanging drop cultures were 
used. 


Preliminary Observations 


Before proceeding with our plan of study, 
the fungus was grown at different tempera- 
tures in order to determine the optimum 
conditions of development for cultural ob- 
servations. 

In a first set of cultures a pin-point inocu- 
lum of the moldy isolate was deposited on 


each of four glucose agar slants which were 


then incubated separately at 20, 25, 30, and 
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37.5C over a period of two weeks. A 
second set was prepared with the yeast-like 
isolate following the same procedure, and, 
finally, a third set, also with the yeast-like 
isolate, was similarly prepared, except that 
the inoculum was not sown as a pin-point 
deposit, but smeared over a small area of 
the agar. 

As a result of this experiment, 
found that (Fig. 14): 

1. The cultures at 37.5 C, either did not 
prosper, or were relatively small. 

2. Cultures of the moldy isolate were 
most exuberant at 30 C. 

3. Cultures of the yeast-like isolate with 
pin-point inoculum at 20 C were relatively 
small but would retain the yeast-like charac- 
ters; at 25 C and 30C the cultures were 


it was 


larger but would revert to the moldy phase. 


4. Cultures of the yeast-like isolate with 
the smeared inoculum at 20 C would not 
only tend to retain the yeast-like characters 
but grew more extensively than those with 
the pin-point inoculum, while at 25 C and 
30 C reversion was only partial. 


It was evident, therefore, that 30 C is 
adequate for the development of both the 
moldy and the yeast-like phases, although 
the latter tends to revert to the moldy 
phase at this temperature. It was also dis- 
closed that 20 C is more adequate to preserve 
the yeast-like characters, especially if the 
inoculum is smeared over the agar. Conse- 
quently these two temperatures (20 and 
30 C), have been used, as necessary, during 
the course of this work. 


For the purpose of description we will 
consider: (a) the parasitic phase; (b) the 
yeast-like phase, and (c) the moldy phase. 


The Parasitic Phase 


In tissue sections under low magnification 


the parasite was apparent as comparatively 
large, variously sized (about 2004 to 500u 
across); dark yeiga -brown masses, so- 
called "grains," each of them representing 
a colony of the infecting fungus (Fig. 4). 
On profile, some of these masses appeared 
to be solid, and with irregular contour; 
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Fig. 8.— Yeast-like 
phase: A, B, and C, plate 
cultures 3 weeks old at 
30 C, on Sabouraud’s dex- 
trose agar, corn meal 
agar, and Czapek Dox 
agar, respectively, orig- 
inal size. Note reversion 
to moldy phase. D to H, 
hanging drop cultures, 
Sabouraud’s dextrose 
broth: D, at 20C for 48 
hours; E to H at 30C 
for 24 hours, X 675 ex- 
cept F at X 930. Note 
successive buddings from 
a common point at D to 
H. Note also, at G, bicel- 
lular element showing, on 
left pole, small sterigma 
with spore just detached, 
and on right pole, small 
verrucose process, Final- 
ly, note appearance of 
germination and young 


filaments in cultures at 
30 C only. 


others were partly hollow, and still others 
had the shape of long, curved islands, like 
segments of a circle. On higher magnifica- 
tion the colonies were found to consist of 
an intricate growth of rounded or polyhedral, 
fumagoid cells, closely attached to one 
another, proliferating by internal division in 
different planes, and showing signs of chain 
formation. Finally, with the oil immersion 
lens it was possible to disclose the presence 
of individual fungus elements, either free in 
the infiltrate (Fig. 5) or within giant cells 
(Fig. 6). These fungus elements were 
spherical, measuring about 10 in diameter, 
with coarse black walls and light-brownish, 
granular protoplasm. 


The Yeast-like Phase 


Gross Morphology.—Giant cultures be- 
came characteristic at the age of 3 weeks, 
showing reversion to the moldy state (Fig. 
8,4, B, and C). 

On Sabouraud's dextrose agar (Fig. 8 A), 
their shape was roughly that of a flattened 
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cone, irregularly rounded in contour, about 
20 mm. in diameter, with central knob-like 
elevation reaching 3 mm, above surface of 
agar; rest of culture sloped gently to border 
with faint radial furrows; the surface was 
velvety, greenish-gray at center, marginal 
zone light gray, reverse charcoal gray. 

On corn meal agar (Fig. 8 B), the cul- 
tures were practically flat, circular, about 
17 mm. in diameter, with umbilication at site 
of inoculum ; there was an extensive area of 
hne, shallow, gray mycelium at the center, 
becoming coarser and dark olivaceous on 
marginal zone. 

On Czapek Dox agar (Fig. 8C) the 
growth was acuminate and folded, irregu- 
larly rounded in contour, 13 mm. in diameter, 
with central elevation about 4 mm.; aerial 
mycelium was fine, shallow and olivaceous, 
except coarser and darker in parts of border. 

Microscopic Morphology.—The most au- 
thentic representation of the yeast-like phase 
could be observed in hanging drop cultures 
at both 20 and 30 C, (Fig. 8, D to H). There 
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was a profuse growth of irregularly ovoid 
or elongated elements; single when young, 
becoming bicellular through the development 
of thick, dark, transverse septa, with active 
budding at one or both poles, sometimes 
also laterally; each bud was attached to 
mother cell by a minute, conical, truncated 
sterigma (Fig. 8 G), the budding successive 
at the same points with the eventual forma- 
tion of minute verrucose processes at the 
site of issue (Fig. 8G); short, elementary 
chains occasionally produced (Fig. 8, D and 
E). Cultures incubated at 30 C for 24 hours 
revealed, in addition, germinating cells giving 
rise to septate mycelial filaments (Fig. 8, E, 
G, and H). A higher degree of develop- 
ment in the formation of filaments could be 
noted in early corn meal agar cuts at 30 C 
(Fig. 9, A and B). Here the filaments were 
long, septate, and branched, showing pleu- 
rogenous sporulation with multiple budding 
foci along their course suggesting those com- 
monly seen in species of Pullularia. 

Finally, in fresh preparations from older 
agar cultures (two weeks) at 20 C, and also 
at room temperature (Fig. 9, C to J), the 
morphologic picture was similar to that ob- 
served in early hanging drops. However, 
many of the cells had become swollen and 
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Fig. 9.— Yeast-like 
phase: 4 and B, corn 
meal agar cuts, 72 hours 
at 30C, 150. Note 
well-developed filaments 
with pleurogenous sporu- 
lation reminiscent of Pul- 
lularia. C to J, fresh 
mounts from Sabouraud’s 
dextrose agar cultures af- 
ter two weeks, X 970. C, 
D, F, G, and H cultured 
at 20C; E, I, and J,.at 
room temperature. Note 
cells with internal septa- 
tion in one or two planes ; 
single or multiple budding 
at one or both poles; 
sterigmata at D and F; 
verrucose processes at G, 
H, and I; chain forma- 
tion and disjunctors at C 
to I; budding cell with 


broken wall at J. 


rounded, showing thicker and darker walls, 
and some of them had internal septa in one 
or two planes taking on the sclerotic appear- 
ance of the fungus in tissue. Sterigmata 
were more conspicuous (Fig. 9, D and F), 
and verrucose processes more developed 
(Fig: 9, G, H, and Ty. 

A noteworthy feature of the budding 
process in some sclerotic cells was the rup- 
ture of the outer layer of the cell wall 
forced by the outgrowth of a young bud 
(Fig. 9, /). The same phenomenon has been 
observed in the moldy phase where the wall 
of a fumagoid hypha is often seen to give 
way at the point of issue of a new budding 
branch. 


The Moldy Phase 


Gross Morphology.—The cultures were 
developed at 30 C and descriptions registered 
at the age of 3 weeks. 


On Sabouraud’s dextrose agar (Fig. 
10.4) the colonies were velvety, dome- 
shaped, flattened, with shallow radial fur- 
rows, circular in contour, about 24 mm. in 
diameter, central elevation about 3 mm.; 
larger central portion, dark olivaceous; 
marginal zone, light greenish gray; some 
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Fig. 10.—Moldy phase: 
A, B, and C, plate cul- 
tures 3 weeks old at 30 C, 
on Sabouraud's dextrose 
agar, corn meal agar, and 
Czapek Dox agar, respec- 


and E show hyphae; hy- 
phal fusion at E; F, 
hyphal mass suggestive 
of cleistocarp formation, 


X 1,250. 


cultures showing fluffy light grey sectors and 
occasionally dark glabrous sectors; reverse, 
charcoal gray. 


On corn meal agar (Fig. 10 B), the 
growth was disc-shaped ; 24 mm. in diameter, 
with barely noticeable umbilication at site 
of inoculum; rest of thallus mostly sub- 
merged and dark olivaceous; large central 
area covered with shallow, dark gray my- 
celium ; smaller foci of this mycelium scat- 
tered over marginal zone; reverse black. 





m = Ds 1 ES ; gv X 
i» NE * TTE o EP, 


IA) u 


phialides. F, phialide after production of various spores, 


of Cladosporium type, X 970, except H, X 675. All slide cultures at 30 C: 


On Czapek Dox agar (Fig. 10 C), colonies E- 


almost flat, 


umbilication at center, gradually slanting 
toward border; 
surrounded by narrow dark-greenish margin. 

Microscopic Morphology.—The Mycelium : 


Microscopic examination showed exuberant 


mycelial growth: the hyphae thick, septate, 
branched, straight, or irregular in course 
(Fig. 10, D and E) ; the articles of various 


Fig. 11.—Moldy phase, 
various types of sporula- 
tion. A, small numbers of 
spores developed at the tip 
of short branches, X 970. 
B, spores produced in 
small rounded masses 
along the course of fertile 
hypae, X 215. C, single 
spores successively pro- 
duced and shed off by 
abstriction at a common 
point, X 970. Note tiny, 
truncated, conical sterig- 
ma at point of issue. /D 
and E, phialides, X 1,250, 
Note at D spore still at- 
tached; also at D, the 
septum separating spore 
from phialide. Note, at 
E, a phialide with spore 
just detached. Note, fur- 
ther, the absence of either 
a cup-like receptacle or 
collarette on apex of 
Note terminal verrucose process. 





- 


< 1,250. 
G, phialide with two sporulating points at apex, X 1,250. H to K, sporulation in short branching chains 


either the usual or the 


Riddell type; on Sabouraud's dextrose agar, corn meal, Czapek Dox, or Czapek Dox with yeast extract 


agars; mostly 2 or 8 weeks old. 
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central zone dark gray, 


circular, about 30 mm. in E 
diameter, with slightly elevated and faint . 








— 


sept A, of 7 weeks, and K, of 2 weeks. 


s, often inflated, their walls coarse 
. and dark, the protoplasm olivaceous (Fig. 
D 10, D and E); hyphal fusions numerous 
^ (Fig. 10, E). With aging, the mycelium 
3 was mostly fumagoid with filaments often 
entangled, occasionally suggesting cleisto- 
an formation (Fig. 10, F). 


Bigg Porulation: The conidia were generally 
: numerous in culture, ovoid to pear-shaped 
P. elongated, borne laterally or terminally, 
E. either singly or in groups, sometimes cate- 
S ai and, as in most dematiaceous patho- 
ens, produced according to various patterns 
(Figs 11 and 12). 

~ Sometimes a small number of conidia 
E. would develop to form a group at the tip 
E of a short branch suggesting the sporulating 
habits of the genus Sporotrichum (Fig. 
E 11 A), except that the conidia did not show 
| the filiform sterigmata commonly present in 


2j E. spores of that generic group. 


: Other conidia were produced in small 
P | rounded masses along the course of the 
Eo hypha (Fig. 11 B). Each of these 
masses was found to result from a budding 
E 'ptócess by which single conidia were succes- 
sively produced and shed off by abstriction 
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D. v 


E 


Ss ed 


A 


Le " 


sporulation of Beauveria 
type. A, fertile branch 
with lateral and terminal 
conidiophores, X 970. B 
to L, typical conidio- 
phores of Beauveria type, 
x 1,250, except K, X 970. 
Note basal cells, often 
swollen, tapering to thin 
filament which follows 
zigzag course and bears 
conidia acropleurogenous- 
ly. At L, note extra 
sporogenous point close to 
site of issue of sporog- 
enous filament. Lateral 
spore-bearing filaments 
are seen at D, H, and J. 
Note septum at base of 
filament at H; young 
| aes at J, J, and 


All cultures at 30C. 
All are slide cultures of 
Riddell type, except K, 
of usual type. All, in 
Sabouraud’s glucose agar, 


: except A in que Czapek t aa Ki in Czapek Dox with im extract. All, at age of 8 weeks, ex- 


at a common point (Fig. 11 C). This point 
could be recognized as a tiny, truncated, 
conical or verrucose sterigma located on the 
side of the hypha, either close to or at a 
distance from an intercellular septum (Fig. 
11 C). The conidia, when mature and de- 
tached, would tend to agglutinate in situ 
giving rise to the masses above mentioned. 
This pattern is close in resemblance to that 
of the genus Pullularia. We have seen it 
also in the species Cladosporium wernecki,? 
C. gougerotii? and Fonsecaea dermatitidis.? 


In a third of the methods observed, the 
mechanism of spore formation was the 
same as the above, but here the point of 
issue of the spores was located at the apex 
of a phialide (Fig. 11, D to G). The group- 
ing of the spores in relation to the mother 
element would be reminiscent of the genus 
Phialophora. However, after close and pro- 
longed observation of many cultures, it was 
not possible to detect the flaring, terminal, 
cup-like receptacle, or collarette, character- 


istic of that genus.* This type of spore 
production has been observed in two other 


dematiaceous pathogens, namely Cladospor- 
ium gougerotii? Phialophora jeanselmei,? 
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Fig. 12.—Moldy phase, 
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and also in a heht plored species, Lecytho- 
phora lignicola, Nannfeldt.® It is interesting 
to note that the last two species mentioned 
happen to produce, in addition, authentic 


conidiophores of Phialophora type. 


The fourth type of sporulation became 
evident when primary conidia, by a series 
of secondary buddings, led to the formation 
of short branching chains like those of 
Cladosporium (Fig. 11, H to K). It is 
significant that the Cladosporium pattern, 
either rudimentary or fully developed, 
scant or abundant, and sometimes exclusive, 
appears to be a common feature of most 
dematiaceous parasites: Fonsecaea ped- 
rosoi, F. compacta, F. dermatitidis, Clado- 
sporium gougerotii, C. tricoides, C. carrioni, 
C. wernecki. 

Finally, and indeed the outstanding 
character of this parasite in culture, is the 
production of sporophores similar in many 
ways to those of Beauveria. 

Each of these sporophores consists of 
two essential parts: a basal cell and a spore- 
bearing filament (Fig. 12). The basal cell, 
either terminal or lateral, is united to the 
fertile branch at a flat broad base (Fig. 
12G). It is usually inflated, fusiform or 
bottle-shaped, closely resembling a phialide 
(Fig. 12, E, G, and 7), and it tapers out 
gradually giving rise to the filamentous 
portion. The filament itself is conspicuously 
thinner than the vegetative hyphae, com- 
paratively long, usually shows a delicate 
zigzag appearance, is occasionally branched, 
and bears the conidia acropleurogenously. 
Not infrequently a spore-bearing filament 
with all the characters above mentioned is 
seen to arise from the side of a hyphal 
article which thus takes the place of the 
basal cell already described (Fig. 12, D, H, 


Fig. 13.—Moldy phase, 
showing chlamydospore 
formation: slide cultures 
2 weeks old, X 970. A 
and B, on Czapek Dox 
agar with yeast extract. 
Note terminal elements, 
and swollen sterigma at 
B..C to D, on plain 
Czapek Dox agar. 
callary cell at E. 
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Note lateral chlamydospore at C, crescent-shaped cell at D, dh aeris inter- — 


Z2 pee, 
"4 * 
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d J). The itae either arising e ; 
nally from an inflated cell, or laterally froi m 
a hypha, is sometimes separated from the . 
mother element by a fine septum (Fig. 4 E. 
12 HY. 3 
It is worth noting that, in this last metho di ¢ 
of sporulation, the spores show a gradu ual - 
diminution in size as their positions approach a 
the tip of the filament, indicating a a 
gal order of development. Furthermore 
after close observation of numerous co idio- 
phores in various stages of evelopment, 
it becomes evident that these spores 
produced in order, one by one, successive! 
and alternately on each side, during t 
growth of the filament. 

This mechanism of spore formation i 
a distinct and well-established character o ee oe 
the fungus here described and has not b = | 
observed as such in any other of the known - 
dematiaceous pathogens. “ny 4 

Chlamydospores: Finally, another mor- - F: 
phologic property observed in cultures. of. 
this fungus was the production of chlamydo- e. 
spores in great numbers (Fig. 13). These 
were large, spherical cells, varying in d A 
ameter between 6 and 12y, with thick darig; 
walls; the protoplasm yellowish brown anc 
vacuolated; their position terminal, vais Y 
or intercallary; many of them germinating d 
at one or two points (Fig. 13 E), and other: Yos 
showing degenerative changes which led jo 
the production of crescent-shaped forms D 
(Fig. 13 D). Eu p^ 


a 7 


Summary and Comment p. 


We have feported a case of maduro- | 
mycosis with "black grains" affecting he | 
right ankle region in an otherwise healthy 
Puerto Rican adult. The elementary lesion- 


wan 


v 5. 25 


d K. 
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- Fig. 14—Test cultures on 
- —  Sabouraud's glucose agar af- 
M . ter two weeks: A, the moldy 
e =~ . phase, each culture developed 
"from pin-point inoculum; B, 
E 2 . the yeast-like phase, each däi 
- — ture developed from pin-point 
P inoculum; C, the yeast-like 
* phase, ich culture developed 


E from smeared inoculum. 


de 


Was a tuberculoid nodule which developed 
| in considerable numbers in the subcutaneous 
Este. With the progress of infection, the 
$ lesions would undergo suppuration extend- 
3 ing into the skin and breaking out to form 
. multiple exuding sinuses. Although the 
sh 3 pe Pathologic process did show a tendency to 
; . penetrate thru the fibrous fascia into muscle 
tissue, the deeper structures were spared. 

" In the cut surfaces of freshly excised lesions 


- it was possible to see minute black dots rep- 


"d 
74 


"ur 


E resenting colonies, "grains," of the infecting 
IÍ- 
E parasite. 
E 
3 _ The disease in this case has been caused 
"^. 


y a fungus of extraordinary morphology, 
. possessing yeast-like and moldy phases. At 
. 20C the yeast-like phase produces moist, 
black colonies which revert to she. moldy 
. phase at higher temperatures. Microscop- 
ically, also at 20 C, it shows unicellular and 
~ bicellular, ovoid elements, occasionally with 


_ septa in two planes. However, multiplication 
takes place, chiefly, by successive buddings 
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at each of the poles of the cellular elements. 
The buds are attached by minute sterigmata, 
and, with the continuation of the budding 


process, small verrucous prominences are 
gradually developed at the site of production. 
At higher temperatures (30 C), there is 
germination. and development of hyphae 
with lateral masses of spores like those of 
Pullularia. 


In the moldy phase the colonies are mostly 
duvetous, and gray to dark olivaceous in 
color. 

Microscopically, the hyphae are compara- 
tively thick, becoming fumagoid when old, 
often entangled, occasionally suggesting 
cleistocarp formation, and there are many 
chlamydospores. 


Sporulation takes place according to five 
different patterns. Two of these patterns are 
comparable to those of Sporotrichum and 
Cladosporium, respectively. Two others, 
namely the Pullularia and the phialide pat- 
terns, really represent two different varieties 
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oy ae one and the same morphologic vicinis. 
$ a 

. In other words, in both of these patterns, 

= spores are produced and shed off singly 

and successively to form small groups, each 

-~ Of these groups arising from its own meriste- 

matic point. However, in the case of 


— .  Pullularia, the points of issue occur along 
EC the course of a hypha of normal appearance ; 
- while in the phialide pattern, the spores are 
- similarly produced, but at the apex of a 
~ phialide. It is remarkable that this is the 


|. same mechanism of spore formation already 
. noted in the yeast-like phase. 

The fifth and most important method of 
| sporulation observed in this fungus is similar 
= to that shown by species of a light-colored 

genus, namely Beauveria. The sporulating 
. .. organ consists of a phialide which tapers to 
=a fine spore-bearing filament. The phialide 
ki itself is reminiscent of the sporogenous cells 
— of the genus Phialophora, except that it lacks 
the cup-like receptacle characteristic of that 
- . genus* On the other hand, the spore- 
| bearing filament would resemble, to a certain 
- extent, the conidiophores in species of Acro- 
$ theca. It differs from those, however, in 
= three essential points, namely its emergence 
from a phialide, its comparative thinness, 
and its zigzag course. 

The Beauveria type of sporulation is not 

only the outstanding feature of the fungus 
here studied, but its morphology represents 
-~a higher degree of development than any of 
( . the other sporulating types of this organism. 
7 Indeed, as far as we have been able to 
J ascertain, there is no other known demati- 
|. . aceous fungus possessing a sporogenous or- 
= . gan of such a type. This feature must, 
. indeed, be given serious consideration in the 
eventual classification of the parasite. Com- 
E parative studies are now being conducted 
— with other dematiaceous pathogens, and no 
attempt will be made to arrive at final con- 
-clusions in regard to taxonomy until these 
studies have been completed. 
P.O. Box 3821, San Juan 18, P.R. (Dr. Carrión). 
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"Abstract of Discussion 


Dr. JOHN ANTHONY GAMMEL, Cleveland: 
are indebted to Dr. Carrión for another schol 
presentation of an unusual type of fungus in 
tion, apparently caused by a most unusual : 
of organism. Maduromycosis is now 118 years ¢ 
although the term was coined only in 1916 (A ‘ink no 
Trop. Med. 10:169, 1916). I think it shoal be | 
used as proposed by Chalmers and Archibald a | 
not as a synonym for mycetoma, Acti 


When Wright in Boston (Tr. A. Am. Physt e" | 
13:471, 1898) described an organism grown o ot 
of a black grain of Madura foot, it seemed as if — 
the etiology of the black-grain variety had : at 
last been established. However, the fungus got lost — —- 
before it was identified, and since then the numbe e 
of distinctly different types of fungi fount e 4 
mycetomata, with grains of various colors, 
grown into the dozens, and it must be expect 
that the list will become longer and longer, fo 
after all, these fungi are only occasionally path 
genic and must be found somewhere in natu Ire, 
especially, perhaps, in thorns or stones and « dry 5289 
areas. i a f 

The identification of these fungi is particularly 
difficult, since changes produced by long passage 
through the human body may deprive them of - m 
of the characteristics they have in their nat uad 
habitat. E 


In Dr. Carrión’s case, the dark grains were 
usually small, not exceeding 0.5 mm. in diameter. WI 
The formation of grains in the human body "e 
defense mechanism of some fungi, producing rela- | 
tively localized mycoses. I have studied, for over - Es. 
30 vears, various strains of Madurella, and was D 
able to produce coal-black grains as seen in Madura E 


B 
E 


servative agar and gelatin. I know that quite a d 
few of those present have seen those cultures ə 
the Academy or on other occasions. Ilustrationsy 
may be seen in the Archives of Dermatology & 2 
Syphilology (Gammel, J. A.: Arch. Dermat. E 


Syph. 15:241-284, 1927). | | i b. a | 
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EC. The study of Dr. Carrión's fungus in cultures 


e is most interesting. First of all, it may be grown 
1. Au more or less at will in a yeast-like as well as 

E . a filamentous phase. This phenomenon is rare and 
«Observed by the dermatologist only in Blastomyces 
| . dermatitidis. 

4 P The microscopic pictures show us a bewildering 
a variety of spores, from the simple blastospore and 
= . arthrospore to the well-developed Beauveria and 

po 
E A Tritirachium type. Chlamydospores and crescent- 
e. 3 shaped cells are seen. I don't think that ever a 
B peengus has been described with so many types of 
—.. spores and sporophores. I am not aware of a genus 
} E - that includes all the different types of spores shown 
de. . to us in the numerous and excellent photomicro- 
eam These pictures must delight any student 

. of mycology. 

/'"^-]I am not surprised that griseofulvin (Fulvicin) 

at did not help the patient. Internal medications are 
ing Lone promising in maduromycosis. The grains lie 
E "n - in the tissue like veritable fortresses and fungicidal 
_ drugs have little chance to penetrate these defenses 
| E — effectively. Surgery (and it must be extensive sur- 
. gery) is still, in most cases, especially in the black- 
M |o gni variety, the method of choice, and I would 
. not be surprised if, also, in this case, amputation 
— will be the ultimate refuge, 

Dr. Jacob H. Swartz, Boston: As usual, Dr. 
is Eoo presents a learned and thorough study of 
: . an interesting fungus. I should like to ask Dr. 
$ L Carrión whether he has done single-spore studies 
p b. to determine whether he was dealing with one 
species or with several. This question may have 
pa “been answered in the body of the paper. 

a .. Dg Arturo L. CARRIÓN (Closing) : We have 
. often resorted to single-spore cultures in certain 
NE -experiments when that procedure was considered 

. necessary, or when we were suspicious of the pres- 

arte ence of contaminating elements. 
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During the NECK so. - far sonio in this 
preliminary report, we did not feel that such cul- 
tures were essentially needed. Indeed, there are 
sound reasons to believe that we were dealing 
with a pure culture of a fungus pathogen. 

The presence and character of the black “grains” 
found in pathologic tissues led us to suspect an 
infection by a dematiaceous organism, and, as a 
matter of fact, a dark mold was actually obtained 
from six biopsies done under strictly aseptic con- 
ditions during recurrences taking place at different 
times in the course of the disease. 

It should be noted that the yeast-like form un- 
expectedly isolated in one of the biopsies proved 
to be a variant of, and morphologically identical 
with, the moldy parasite. 

It is not surprising that the various types of 
sporulation shown by this fungus should arouse a 
feeling of doubt in regard to the purity of the 
cultures. However, the production of spores by 
different methods appears to be a habit of many 
dematiaceous pathogens. Such is the case in the 
following species : Fonsecaea pedrosoi, F, compacta, 
F. dermatitidis, Cladosporium gougerotii, C. wer- 
necki, and Phialophora jeanselmei, some of which 
have been studied by us in single-spore cultures. 
Moreover, in the fungus here studied, as well as 
in other members of this group, we have often 
observed the different types of spore formation 
arising from one and the same hyphal branch, and 
even in the same spore head. This phenomenon has 
been clearly illustrated in some of our previous 
publications and is unequivocal evidence that the 
multiple sporulating forms of the fungus in this 
case are not due to the effects of contaminations. 

Finally, after this manuscript was completed, it 
has been possible to obtain the parasite again and 
in pure culture from the lesions of mice experi- 
mentally treated. 
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Pemphigus with Response to Sulfonamides 


Report of Two Cases 


R. K. WINKELMANN, M.D., and HARRY L. ROTH, M.D., Rochester, Minn. 


Acantholysis or epidermal cellular sepa- 
ration is a general property of reaction of 
the epidermis. It may occur secondarily in 
many pathologic circumstances or it may be 
produced experimentally by cantharidin, 
proteolytic enzymes,  sulfhydryl-splitting 
agents, extremes of pH, and heat.!*!5 The 
discovery of the association of primary 
acantholysis with pemphigus by Civatte was 
a most important step in understanding 
pemphigus, and acantholysis has become the 
key to its diagnosis. The Tzanck technique, 
which demonstrates acantholytic cells in 
suspected cases of pemphigus, was a further 
contribution to the diagnosis of bullous 
diseases.!$ The vigorous emphasis on pri- 
mary acantholysis by later writers (Lever, 
Director, Rook and associates,!?^7? Ormsby 
and Montgomery) has appeared logical in 
the terms of most clinical experience. This 
concept restricted the diagnosis of pem- 
phigus to certain cases only, and it has 
seemed useful to group other cases of a 
severe, nonacantholytic bullous disease as a 
separate entity termed “pemphigoid” by 
common usage. While some authors have 
disagreed with the definition of pemphigus 
caused by acantholysis alone,!? most clini- 
cians and authors agree that acantholysis 
does occur in most cases of pemphigus,? 
and they also find the term “pemphigoid” 
to be one with clinical significance. 


Submitted for publication Jan. 6, 1960. 


Section of Dermatology (Dr. Winkelmann), 
Fellow in Dermatology (Dr. Roth), Mayo Clinic 
and Mayo Foundation. The Mayo Foundation is 
a part of the Graduate School of the VERE 
of Minnesota. 


Dermatitis Herpetiformis with Acantholysis or 


bae (MO 
e 


The diagnosis of bullous dermatitis her- | : 
petiformis is limited similarly on histol Sa 
grounds to subepidermal nonacantholytic | 
bullae by most authors. Clinically, the arti- 
carial base, the tendency of the lesioa ii = 
toward grouping, and the response of the | m 
process to sulfonamide medications have ~ 
been used as criteria for the diagnosis. of. du 
this process. Dermatite polymorphe bullose _ 5 is 
is a French entity that includes many types - E 4 
of blistering disease that would be termed — 

“pemphigoid” or “dermatitis herpetiformis” 
in other countries. Some authors have red | 
ported the acantholytic process in dera £ 
herpetiformis,* and recently Jarrett reported 
occurrence in early lesions. Early clinicians 
such as Hallopeau, and Fournier and Biddle, 
described cases which started as typical — 
dermatitis herpetiformis but eventuated in  . 
an eruption appearing as pemphigus foli- 3 
aceus and having a malignant course. In | ^ 
Low's opinion the two diseases were often. I i 
interchangeable both in appen quom and in 3 
clinical course. 










E. 

It is not our wish to minimize the im E. ! 
portance of acantholysis in pemphigus, but — 
we should like to report two cases of — 
blistering dermatoses which had clinical feas 1 
tures of dermatitis herpetiformis and E 
histologic and cytologic evidence of primary ~ 
acantholysis. ^ A 

Because of the histologic findings, the - E 
patients were treated with steroids with 
minimal success, and later responded to 
treatment for dermatitis herpetiformis. 
These interesting cases are found in the 
difficult zone between pemphigus and der- _ 
matitis herpetiformis, erythema multiforme 
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ant ESSA d gate of this type have 
E - done much to blur the classic image of these 
xn P . blistering diseases. 











Report of Cases 


E^ Case 1.—This 60-year-old housewife was first 
3 seen at the Mayo Clinic on Aug. 5, 1957. Her 
- chief complaint was a progressive bullous eruption 
M: - of approximately two years' duration and a severe 
Be etacerbation of one week's duration. The patient 
i - had been in excellent health until the fall of 1955 
E - when bullae had developed on the anterior part 
"d P ot the chest and had spread to the face and ex- 
— tremities. The oral or vaginal mucosa were not 
E involved and her general health was not impaired. 
"The patient had been seen by several dermatologists 
Pr who had diagnosed her condition as dermatitis 
herpetiformis, bullous pemphigoid, and pemphigus. 
^. "Therapy included (1) steroids which had been used 
T ontinuously (80 mg. of hydrocortisone per day, 
daily and intermittent intramuscular injections of 
M. corticotropin (ACTH) ranging from 40 to 120 
: p nits, and prednisone tablets ranging in dosage 
T from 30 to 60 mg. per day); (2) Fowler's so- 
: ution: (3) superficial x-ray therapy; (4) several 
t topical ointments; (5) potassium chloride tablets ; 
ind (6) low-sodium bland diet and antacids. 
x —. Despite the high administration of steroids, the 
= patient had several severe exacerbations of the 
i a eruption which required hospitalization. She was 
i never free of the eruption between the acute exac- 
p - erbations. 
m Us In April, 1957, the patient first complained of 
gnawing pains in the epigastrium, and a diagnosis 
ud a large posterior gastric ulcer and an unusually 
» hiatal hernia was made. She responded well 
BB isonstnodics, antacids, and a bland diet. 


- The family history was noncontributory. There 


a owas no history of drug or food allergy and the Fig. 1 (Case 1) S of patient beia treat- Ny 
ment with sulfamethoxypyridazine. The symmetri- A 


TÉ 
“patient could not recall any precipitating factors tad, | 
grouped eruption suggests a clinical diagnosis 
- which could be associated with exacerbations of of dermatitis herbeti£ortits. gn 3 


B he eruption. The systemic review was negative CN 
o omm for the aforementioned gastrointestinal to 1.0 cm, in diameter, several of which were on — - 
_ findings. an urticarial base. The occurrence of peripheral 

. Physical examination revealed Cushing-like facies bullae was noted. There were secondary erosions 
and habitus. There was moderate suffusion of the and excoriations and in several areas there were 

D E e neck, and upper part of the chest wall. She scaling erythematous maculopapular lesions. 

Pei was in acute distress and complained of burning Urinalysis showed albumin, Grade 1. Other find- 

: d F. and pruritic skin lesions. The blood pressure was ings were as follows: hemoglobin within normal 

K. d 140 mm. of mercury systolic and 80 mm. diastolic, limits; sedimentation rate of 19 mm. per hour; 

. which stabilized to 110 mm. and 78 mm., respec- fasting blood sugar of 93 mg. per 100 cc. of blood; 

BS ocly, on rest in bed. The pulse rate was 80 beats 44 mg. of urea per 100 cc. of blood; 136 mEq. 
Sper minute. On admission her wefght was 150 of sodium and 4.1 mEq. of potassium per liter | 
pounds and positive physical findings were limited of serum. Serologic tests were nonreactive. X-ray 

— . to the skin. There was a bilateral, grouped sym- studies of the thorax showed evidence of fibrosis 

4 . metrical eruption on the face, chest, abdomen, and thickened apical pleura, most advanced on the 

.. upper part of the arms, flexors of the wrists, mid- right side with a large mass behind the heart; 
back, and lower part of the legs. The primary there was no evidence of a diaphragmatic hernia. 


q E: uadcsion was a tense bulla which measured from 0.5 Similar studies of the stomach showed evidence of 
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Fig. 2 (Case 1).—Close-up of lesions on right 
anterior thigh. Note the erosions which are the 
result of prior bullous formation. 


a large hiatal hernia, with about half of the 
stomach above the diaphragm, but no evidence of 
an ulcer. 

Histologically a bulla from the right thigh was 
an acantholytic superficial bulla consistent with 
pemphigus foliaceus. Tzanck preparations of 
scrapings from the base of a vesicle revealed many 
acantholytic cells. 

Despite histologic and cytologic findings of 
acantholysis, the clinical impression was dermatitis 
herpetiformis, and the patient was given 4 gm. of 
sulfamethoxypyridazine daily in divided doses for 
a three-day period. Dosage was then decreased to 
a maintenance dose of 2 gm. per day. The dosage 
of prednisone was gradually decreased during hos- 
pitalization. Sulfur tub baths were prescribed and 
596 sulfur in Schamberg's lotion * was applied topi- 
cally. The patient also was placed on a liberal 
ulcer diet and antacids, and was advised to elevate 
the head of her bed to prevent esophageal regurgi- 
tation. 

In 24 hours the severe symptoms stopped, and 
the lesions cleared rapidly during a 10-day hos- 
pitalization. The patient was dismissed on a regi- 
men of 2 gm. of sulfamethoxypyridazine daily 
which was decreased slowly to 500 mg. daily; 


.*Schamberg's lotion: menthol 0.3, phenol 2.0, 
lime water 60.0, oil olive 60.0, zinc oxide 10.0. 
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liberal ulcer diet. ES 
Follow-up examination in March, 1959, diode AS 
the patient to be in good general health. The - 
findings on urinalysis and studies of serum elec- - E 
trolytes and the hemogram were all within normal — 
limits. The concentration of suliamethoxypytida il 
zine in the blood was 5.4 mg. per 100 mm. of 
whole blood. She had been completely os pd 
matic and free of any active lesions. She was re- 
ceiving 250 mg. of sulfamethoxypyridazine every A: 
other day and 2.5 mg. of triamcinolone daily (Figs TE 
1. 2 end 3). 
Case 2.—4A 59-year-old logger was first seen a 
the Mayo Clinic on Feb. 11, 1959. He stated that a 
pruritic, papulovesicular eruption had first developed ^ 
on his back in July, 1958. He thought he WI 
impetigo and sunbathed on two consecutive days. | 
He then noted erythema in the sun-exposed arcas, ‘ 
intensification of the pruritus, and extension of the ES 
lesions to the chest. The lesions were 4 to 6 mm. Ys E 
in diameter and were moderately pruritic. There AS 
were no accompanying constitutional symptoms and “3 
the patient could not remember any precipitating 
factors. The eruption became most prominent in the | 
midscapular area, and was characterized by suc- 
cessive crops of small vesicles. S 
In September, 1958, the patient consulted a 
dermatologist who noted a positive Nikolsky sign - 
on the patient's skin. Biopsy showed pemphigus- à 
but dermatitis herpetiformis “could not be ruled ~ 
out." The results of physical and laboratory exam 
inations at the time were within normal limits. — 
The patient was started on 4 mg. of triamcino- — iy 
lone three times a day but after a month of dis 7 
treatment he had not responded favorably. He — Y 
was then placed on sulfapyridine in addition to the - "S 
triamcinolone, which started to control the eruption, — 
but this had to be discontinued in three weeks due 
to the development of mild leukopenia. The patient E 
was switched to 4 mg. of 6-methylprednisolone _ 
(Medrol) three times a day but did not improve ~~ 
in two months. He was then given 300 mg. = 
Diasone (diasone formaldehyde sulfoxylate diami- pos 
nodiphenylsulfate) three times a day and showed - 
great improvement. No new lesions developed while . ES 
he was taking this medication. Ev | 
The family history was noncontributory. Results 
of systemic review were negative except for sub- 
total thyroidectomy in 1955 for a toxic goiter. No — 
allergic diathesis was elicited. E. 
Physical examination showed a well-developed, 
healthy-appearing man in no distress. The results — 
of the generfl examination were satisfactory, and — . 
all physical findings of a pathologic nature were 
limited to the skin. A symmetrical, grouped erup- - ^n 
tion was localized to the scalp, sides of the face, 
and interscapular and sternal areas. A few small 
vesicles were noted on the interscapular area, but — 
most of the eruption consisted of hyperpigmented ~ 
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p E. Fu 3 (Case 1)—(a) 

. Histologic specimen from 
E right anterior thigh. Note 
parakeratosis and superficial 

-- bullous formation with acan- 
E tholysis (hematoxylin and 
d eosin stain; 40). (b) 
p ocisrotytic cells (Tzanck | 
; preparation ; x 1,200). 


n 
E - seborrheic scaling macules, papules, and scattered 


"éxcoriations. The Nikolsky sign was negative. 
E- There was a superficial erosion on the lower gum 
E margin. 

E — The concentration of hemoglobin, urinalysis, 
| e Tk - roentgenogram of the thorax, results of serologic 
zv tests, basal metabolic rate, concentration of protein- 
a bound iodine, and dedtrocardiozeátt were all within 
— the limits of normal. The report on biopsy of a 
E baila from the back was acantholysis, consistent 
7 E. with pemphigus. Tzanck preparations from the 
- base of a bulla showed acantholytic cells. 

E The patient was given 0.5 gm. of sulfamethoxy- 
_ pyridazine per day, which was increased to 1.0 gm. 
: per day. This dose controlled the bullous eruption, 
m but! the patient felt that he had received more 
A relief from Diasone. The prescription for Diasone, 
^. 300 mg. twice a day, was repeated, and at the time 
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of last report the eruption had remained under 


complete clinical and symptomatic control (Figs. 
4 and 5). 


Comment 


There are no absolutes in the mensuration 
of biological phenomena, and this is per- 
haps the most perplexing and fascinating 
facet of their study. No successful sine qua 
non has ever been found for the specific 
identification of any single disease. All 
disease is recognized by the constellation 
of clinical and laboratory features as well 
as by the course and response to therapy. 
Any set of rules will vary occasionally with 
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DERMATITIS HERPETIFORMIS 


Fig. 4 (Case 2).—Note 
the seborrheic quality of 
the eruption. 


the actual medical circumstance, simply 
because generalizations relating to the evo- 
lution of disease cannot be made to cover 
all combinations of hosts and pathogenetic 
states. While we recognize the usefulness 
of acantholysis in the diagnosis of pemphi- 
gus, we wish also to emphasize that clinicians 
should not find in the epidermal change an 
absolute state of mind that rejects a differ- 
ential diagnosis and a responsive approach to 
each patient. In the two cases presented 
the patients required more than classification 
according to "the book," and, indeed, they 
have resisted such taxonomic efforts. 
























It seems important to us to recognize 
that, while acantholysis is a fundamental 
part of the histologic picture of pemphigus, 
yet it will exist in other clinical states such 
as chronic benign familial pemphigus, kera- 
tosis follicularis, senile keratosis, and viral 
vesiculobullous diseases. Cases such as those 
reported herein are to be expected, and the 
clinician must always be prepared to follow 
all findings in each case rather than to 
adhere to what usually would be a conclusive 
laboratory test or finding. 

It is similarly fallacious to label all cases 
of blistering disease that respond to sulfona- 


Sen e a Fig. 5 (Case 2).—Hlisto- 
NEER IEA ong logic specimen from midback 
125 eu ws ^ Lo of patient showing super- 
: CMM L7. ficial bullous formation with 
; PME e o | | 
X + , acantholysis (hematoxylin 
re JA , ‘ P E : i ^ på 
eee Aai Ss 5M we a QD and cosin; X 150). 
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rs m fides as dermatitis herpetiformis. Response 
ES this medication makes strange clinical 
$2 B iedfetlows, and we would like to emphasize 
E. E the clinical dissimilarity of our two patients. 
i Sulfonamides must have a general non- 
| specific reaction toward blistering skin much 
- like that of the hallowed therapy with 
E. arsenic. To diagnose the condition of our 
p patients as dermatitis herpetiformis be- 
ause of their therapeutic ‘response is as 
erroneous as summarily to label the disease 
s pemphigus because of acantholysis. 

| a ‘These cases have been presented to il- 
du istrate our nosologic problem in such cir- 
- cumstances and to show that there will 
pe be cases which will not fit exactly 
(a preconceived diagnostic pattern. The name 
-applied is not important; the clinical phe- 
+ / nomenon is. It is undoubtedly true that 
- Other similar cases have been observed by 
(oot ir ' dermatologic colleagues and still others 
po ill be recognized. We think a trial of 
^ _ sulfonamides in acantholytic blistering dis- 
7 eases usually will be fruitless; however, our 
sexi perience leads us to believe that it could 
Bi. ll be part of a routine early therapeutic 
ffor t, because in rare cases it might help. 





- Summary 


a Ger Two cases in which the patients had 
MM clinical features of dermatitis herpetiformis 
g and pemphigus are presented. It is empha- 
sized that the presence of acantholysis and 
à the response to sulfonamide drugs cannot 
; > used as absolute diagnostic criteria for 
pemphigus and dermatitis herpetiformis, re- 
5 Sf spectively, because occasionally they will 
<ist together. 


> Section of Dermatology, Mayo Clinic and Mayo 
_ Foundation. 


at c" 


MY rt E 
PARTO - 
T i = PT 
7 


doni. pe um 
M xe 
=F <= 
ot AE TM: In e Uit i 
: EA DNE 3 LAS anes 


REFERENCES > 


1. Biddle, A. P.: Pemphigus Foliaceus or 
Dermatitis Herpetiformis (Duhring)? J. Cutan. 
Dis. 15:203-207 (May) 1897. 

2. Civatte, A.: Diagnostic histopathologique de la 
dermatite polymorphe douloureuse ou maladie de 
Duhring-Brocq, Ann. dermat. et syph. 8:1-30 
(Jan.-Feb.) 1943. 

3. Director, W.: Pemphigus Vulgaris: A Clini- 
copathologic Study, A.M.A. Arch. Dermat. & 
Syph. 65:155-169 (Feb.) 1952. 

4. Floden, C. H., and Gentele, H.: A Case of 
Clinically Typical Dermatitis Herpetiformis (Duh- 
ring) Presenting Acantholysis, Acta  dermat.- 
venereol. 35:128-131, 1955. 

5. Furtado, T. A.: Histopathology of Pemphi- 
gus Foliaceus, A.M.A. Arch. Dermat. 80:66-71 
(July) 1959. 

6. Hallopeau, H., and Fournier, H.: Sur trois 
Cas de pemphigus foliacé étudiés dans leurs rap- 
ports avec la dermatite herpétiforme, Bull. Soc. 
franç. dermat. et syph. 3:470-477 (Nov. 10) 1892. 

7. Jarrett, A.: Fluorescence Microscopy and the 
"Acantholytic Cell," 
(April) 1957. 

8. Lever, W. F.: Pemphigus, Medicine 32:1-123 
(Feb.) 1953. 

9. Low, R. C.: Pemphigus Foliaceus, Brit. J. 
Dermat. 21:101-116, 135-152 (April-May) 1909. 

10. Michelson, H. E.: Acute Forms of Pemphi- 


SEDE S E zi: 


Brit. J. Dermat. 69:117-129 — 


oe 


4 is 


gus, A.M.A. Arch. Dermat. & Syph. 65:422-428 — 


(April) 1952. 

11. Ormsby, O. S., and Montgomery, H.: Dis- 
eases of the Skin, Ed. 8, Philadelphia, Lea & 
Febiger, 1954, 1503 pp. 

12. Rook, A., and Waddington, E.: Pemphigus 
and Pemphigoid, Brit. J. Dermat. 65:425-431 
(Dec.) 1953. 

13. Rook; A: J., 
Histological Diagnosis of Pemphigus, 
Dermat. 62 :443-446 (Nov.) 1950. 


and Whimster, I. W.: The 
Brit. J. 


14. Stoughton, R. B.: Mechanisms of Blister 


Formation, A.M.A. Arch. Dermat. 
(Nov.) 1957. 

15. Stoughton, R. B., and Bagatell, F.: The 
Nature of Cantharidin Acantholysis, J. Invest. 
Dermat. 33 :287-292 (Nov.) 1959. 

16. Tzanck, A.: Le Cytodiagnostic immédiat en 
dermatologie, Ann. dermat. et syph. 8:205-218 
(May) 1948. 


76 :584-590 


RU CT NONE Py EEE T 
d ES ee ^j " Nu YES E “3 IAS im ur 
V T i pote ‘ ? à 

Ja9 i-o, zal ^ 

ees 2 
i: EE 

nee Se AY 
EU. 

à A 

- > 

— Herpes Simplex Virus 
Es 
MA 


CLAYTON E. WHEELER, M.D., Charlottesville, Va. 


Ti 
— 


cO PITT 
y 1 Soups 


vi ipo pis Wm 
T. us rere 


In a previous study ?!? HeLa cultures 
were inoculated with herpes simplex virus 
and nourished with growth medium which 
contained neutralizing antibody. These cul- 
tures could be serially subcultured without 
loss of the cells or elimination of the virus 
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E as long as the growth medium contained a 
= high level of neutralizing antibody. At the 
ee ... Mh subculture of one group of cultures it 


— was noted that the appearance of the plaques 
of infected cells had changed. The plaque 
. was no longer made up of small multinu- 
. cleated giant cells and rounded cells lying 
. singly or in clumps but was composed al- 
most entirely of a plaque of large multi- 
nucleated syncytial giant cells. Since 
= preliminary cross neutralization tests indi- 
cated the virus which produced the syncyt- 
ial giant-cell plaque was herpes simplex 
fe virus, it was decided to study this strain in 
.  . more detail. 

en The history of the origin of the syncytial 
giant-cell-forming strain of herpes virus 
follows: The HF strain 8 of herpes simplex 
virus from which the syncytial strain devel- 
= oped was obtained from the American 
Type Culture Collection on Oct. 23, 1956. 
It was passed 11 times in HeLa cultures 
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medium. On Feb. 24, 1958, HeLa cu 
were inoculated with HF virus, and t 
cultures were nourished with d 1e- 
dium containing human serum with a higk i E 
titer of neutralizing antibody. Betwee | 
Feb. 24, 1958, and July 2, 1958, these c ei 
tures were subcultured 17 times with Hr 
to 3 dilution at each subculture. On Tuy 2. 
1958, the change in character of the plaqt 
was observed. Between July 2, 1958, : and. 
Oct. 20, 1958, eight more subcultures ir 
presence of neutralizing antibody were p E. 
formed. The virus was then passed 15. 
times in HeLa cultures nourished with . a 
body-free horse serum maintenance me 
dium. The unusual plaque formatior 1 
persisted in the absence of antibody. On. n 
March 2, 1959, a single plaque was isolate 

by inoculating HeLa cultures with dilute 
virus and selecting a tube which contai 
only one plaque. The virus in the sin we 
plaque was passed two times in horse serum - 
maintenance medium and then diluted, and. : 
the isolation of a single plaque was repeated. 
Virus derived from the second single gla que 
has now been passed 26 times at a dilution | 
of 10 at each passage in HeLa cu in is 
antibody-free culture medium. This vir 
which will be called HPF, consisten Y= 
forms large, syncytial giant-cell plaques i Ls 
HeLa cultures, and it appears that it is a 
stable strain of herpes simplex virus. 


Materials and Methods P 

A. Tissue Culture Aa 
1. HeLa cells which had been passed serially in 
our laboratory were used. The cells were grown 


in slant racks in 16X125 mm. screw-capped "- 
ture tubes at 35 C3 


í aS 
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à 2. Growth medium consisted of 20% human 
1 — serum, 0.1% yeast extract, penicillin, streptomycin, 
-. and phenol red in Hank's balanced salt solution. 
-— 3. Maintenance solution consisted of 10% horse 
EC serum, salts, vitamins, amino acids, penicillin, 
P streptomycin, and phenol red." 
- .— 4, Titration of virus was done using a plaque 
= count method which has previously been de- 
- scribed? The titer was calculated according to 
5 w the formula: 
En uA. 
Mx m, m TX 
F , "where n equals the number of plaque-forming 
units of virus per milliliter, y equals the plaque 
-count at the lowest dilution, X, where discrete 
E plaques were seen, and V equals the volume of 
E: ~ the suspension. 
L 5. The test for neutralizing antibody in the 
15 Bonum has also previously been described." The 
CM test consisted essentially of mixing equal parts of 
E virus suspension and serum to be tested and in- 
. cubating the mixture at 35 C for one hour. Ali- 
E piots of the virus-serum mixture were then added 
to groups of HeLa cultures and the number of 
~ herpes plaques developing in 48 hours was counted 
=a as a measure of unneutralized virus. This was 
din to counts obtained when control virus 
~ suspensions were incubated with- antibody-free 
E or maintenance medium. All sera were 
activated by heating for one-half hour at 56 C. 
. B. Virus 
X The origin of the HF and HPF strains of 
- herpes virus has been described above. Two other 
p. Strains, ST and CR, were isolated by us from 
.patients with recurrent herpes simplex lesions of 
| I" skin.’ 
po. Antisera 
- Antisera against the HF, CR, and ST strains 
ur herpes were obtained from rabbits which had 
B - recovered from corneal inoculations which had 
= produced severe keratoconjunctivitis. Antiserum 
Dos HPF was obtained from a rabbit which 
" was inoculated twice on the cornea, once on the 
3 “si in, and seven times subcutaneously with live 
“ib ` virus grown in HeLa cultures nourished with 
E E horse serum maintenance medium. Corneal inocu- 
. lations with HPF resulted in a weak antibody re- 
b sponse; hence, multiple injections were performed 
Eo produce high antibody levels: 
— D. Rabbit Inoculations 
After scarification of the unanesthetized cornea 
^ with a 22-gauge needle, 0.1 ml. of virus suspen- 
ie “sion was added to the cornea and conjunctival sac. 
ae -- Animals were observed daily for keratotonjunctivi- 
bu and encephalitis, and frequent bleeding from ear 
» veins was done to obtain serum for antibody de- 
H termination. 
~ E. Mouse Inoculations 
E = White mice (20 to 50 gm.) were inoculated 
— intracerebrally with 0.025 to 0.035 ml. of virus 
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suspension using tuberculin syringes and short 25- 
gauge hypodermic needles. They were observed 
daily for encephalitis, and the brains of most dead 
mice were examined for the presence of virus by 
inoculation of ground brain onto HeLa cultures. 


F. Egg Inoculations 

Chorioallantoic inoculations of embryonated hen's 
eggs were performed according to standard tech- 
niques. Ten- to twelve-day-old embryonated eggs 
were used. Membranes were usually harvested 
four days after inoculation, These were ground 
and used to inoculate more eggs or to inoculate 
HeLa cultures to test for plaque formation. 


Results 


A. Morphologic Comparison of Plaques 
Produced in HeLa Cultures by HF and 
HPF Strains of Herpes Virus.—The usual 
herpes plaque in HeLa cultures nourished 
with antibody-free maintenance medium is 
composed of individual infected cells which 
have become round and refractile and have 
clumped together and pulled away from the 
glass wall of the culture tube. Multinucle- 
ated giant cells are found, but these contain 
small numbers of nuclei (usually less than 
50). Figure 1 shows this type of plaque 
which has been produced by the HF strain 
of herpes simplex. In contrast, plaques 
produced by the HPF strain are composed 


of infected cells which have lost their iden- | 


tity. Infected cells appear to fuse or merge, 
cell outlines are lost, and nuclei cluster to- 
gether (Fig. 2). The resulting structure is 
a huge multinucleated giant cell of syncytial 
type. The borders of these giant cells ap- 
pear discrete at low magnification, but 
closer inspection shows an almost imper- 
ceptible fusion of the components of the 
giant cell with neighboring uninfected cells. 


The giant cells produced by HPF virus may | 


contain several hundred nuclei (Fig. 3). 


B. Comparison of the Virulence of HF 
and HPF Strains for Rabbits.—The results 
of inoculation of HF virus onto the scari- 
fied cornea of rabbits are shown in Table 1. 
Keratoconjunctivitis was evident in two or 
three days. In animals which survived, the 
keratoconjunctivitis increased in intensity 
up to 6 to 10 days and gradually healed, 
often with considerable scarring. Encepha- 
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Fig. 1—HeLa cell cul- 
ture showing a plaque of 
cells infected with the 
HF strain of herpes sim- 
plex virus. Infected cells 
stain more darkly, be- 
come round, clump to- 
gether, and pull away 
from the culture tube. 
Arrows point to small, 
multinucleated giant cells. 
Hematoxylin and eosin; 


reduced 25% from mag. 
X T10. 

















Fig. 3.—Higher mag- 
nification of a plaque of 
HPF-infected cells to 
show the large number of 
nuclei in syncytial giant- 
cell formation. Reduced 
25% from mag. X 225. 
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Fig. 2.—HeLa cell cul- 
ture showing a plaque of 
cells infected with the 
HPF strain of herpes 
simplex virus. Infected 
cells appear to fuse, cell 
outlines are lost, and 
nuclei (arrows) cluster 
together in areas. Hema- 
toxylin and eosin; re- 
duced 25% from mag. 
X 110. 
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Tanz 1.—Results up Haccidali o the Scarified Left Cornea of Rabbits E 
with the HF S train of Herpes Simplex Virus ; ST AS 
E. E Rabbit | ED 
No. Date Inocul. Virus PFU * of Virus Keratitis Encephalitis = Death "eo 
2-13-57 HF 6f 30 D EE 0 Residuals ` : 
5- 1-59 HF 26 200 TEMA AR a + 10th day x 
6-19-59 HF 26 80,000 qe TIT + l0th day  — T 
11-23-59 HF 27 150 HHHH ++++ + 8th day on 
1- 6-60 HF 31 3,000 HE JEF 0 Residuals Ë 
E | ! 5 
ad S *PFU indicates Forming Units for HeLa cultures. i " 
“Nee A Number denotes passage number of virus in HeLa cultures. ue 
is developed in all animals, usually about of intracerebral inoculation of mice with m 
d week after inoculation. Some rabbits died HF and HPF strains of herpes virus are M 
of encephalitis at 8 or 10 days. Others shown in Table 3. In addition to a lower a 
vived, but all survivors have shown mortality rate with comparable doses of X 
is residual neurologic changes. virus, deaths resulting from HPF virus | 
mE = v3 
H a The results of corneal inoculation of the usually occurred several days later than 3 
HPF strain are shown in Table 2. The deaths from HF virus. TAR 
y: | L 
7 Ee | TABLE 2.—Results of Inoculation of the Scarified Left Cornea of Rabbits E. 
SEE with the HPF Strain of Herpes Simplex Virus cin 
E Rabbit md irs 
jo No. Date Inocul. Virus | PFU * of Virus Keratitis Encephalitis Death rH Toni 
e V 5- 1-59 HPF 31 200 4 0 | 0 p 
|. vnu 6-19-59 HPF 5 8,000 + 0 0 Sa 
ge V: 6-19-59 HPF 5 8,000 + 0 0 a 
pr 6-26-59 HPF 6 6,000 + 0 0 VEA 
E: 11-23-59 HPF 11 4,500 ES 0 0 n 
XI 11-23-59 HPF 11 450 — ot 0 0 ae 
7 yu * ^ Ns: 
j B PFU indieates Plaque Forming Units for HeLa cultures. VE ig 
t Number denotes passage number of virus in HeLa cultures. » d EC 
E « x: pu E. 
| keratoconjunctiviti that developed was D. Comparison of Chorioallantoic Inoc- T 
Em mild and lasted four days to a week. ulation with the HF and HPF Strains.— — 
= HPF virus could be obtained from the Chorioallantoic (CAM) inoculation with — 4 
E. cornea as long as a week after inoculation, HF virus resulted in pock formation aid c 
s à nd a weak antibody response to the virus virus reproduction. Serial passages could be  . a 
- was detected in the serum. These rabbits performed with ease, and tremendous in- ^ - 
did not develop encephalitis, and none died. creases of virus over the amount of the 
E =C. Comparison of Virulence of the HF original inoculum developed. HPF virus = 
S and HPF Strains for Mice.—The results inoculation resulted in pock formation and t 
a TABE 3.—Results of Intracerebral Inoculations of what appeared to be some virus premektoe ins 
ES Mice with Two Strains of Herpes Simplex the first two passages. At the third CAM 
E p Vir HPP ond HP passage pocks were questionable and at the 
a ai s fourth passage none were seen. Fourth- 
B V e v aay passage membranes ground and inoculated — — 
3 Dose range, plaque-forming units, on HeLa cultures resulted in no plaque 
for HeLa cultures . A42 to 1,500 14 to 1,500 r ; E 
om (o Number lived 14 3 formation. It is not certain that the HPF 
Number ge Pp m strain will not reproduce on the CAM. 
EC Total mice inoculated 30 29 There is reason to believe the HPF strain 
im EE — o 5. — —, is pe easdy inactivated during storage 
H : rt i Sis * 
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e Versus Virus — Serum* 1:8 116 1:32 1:64 1:28 1:256 1:512 1:1024 1:2048 1:4096 
LM HF 45 0 02 1 10 å a 2 
cod HF 44 2 14 23 23 19 23 
KU HF HPF 18 0 0 0 0 1 4 
E. HPF 17 0.2 0.2 0 2 10 7 
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m a HPF HPF 16 0 0 0 0 0 0 1 
= è HPF 41 0.2 0 7 14 22 
ve 
P. - 
A. * Numbers in preimmune and tintin serum columns represent average plaque counts of unneutralized virus in five or more 
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than HF, and it may be that the virus was 
Es lost during storage rather than through in- 
. . ability to grow on the CAM. The ability 
of HPF to grow on the CAM is being 
Li. reinvestigated. 
E. Evidence that HPF Is a Strain of 
E Herpes Simplex Virus.—Rabbits repeated- 
. . ly inoculated with HPF virus developed 
high serum levels of neutralizing antibody 
— tothe HPF strain. Table 4 shows the re- 
= sults of cross neutralization tests using HF 
and HPF viruses and rabbit antisera 
. . against these viruses. The tests indicate the 
HPF virus is antigenically very similar if 
. not identical to HF. Cross neutralization 


- 


a ; ; 

.  . tests against both HF and HPF using two 
ks .. Other virus strains, CR and ST, and anti- 
—— CR and anti-ST serum, showed similar re- 


sults, which indicates that all four strains 
are antigenically similar. In addition, cross 
. immunity tests of rabbits using challenge 
corneal inoculations of HF and HPF virus 
= showed equal protection against either 
strain. 


Comment 


+ Two groups of investigators (1. Gray, 
Tokumaru, and Scott,? and Scott and Mc- 
Leod?; 2. Hoggan and Roizman?) have 
reported the isolation of a variant of herpes 
simplex virus which produces large, syn- 
cytial, multinucleated giant cells in tissue 
culture. The first group of investigators ê 

= has noted this type of plaque in tissue cul- 

tures infected with herpes virus from sev- 
eral sources. Dy isolating single plaques 


Sheeler 











tures. Titer is expressed as the dilution of immune serum which neutralizes one-half the plaque-forming units of virus. Uer 


variant was neutralized by herpes. virus 


: TABLE SECOs Neutralization Test in HeLa Cultures Using HF and HPF Piai ^ * ed E: 
res A and Antiserum Against HF (Rabbit 1) and HPF (Rabbit 9) 
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. ae t 
from infected cultures overlaid with agar, 
they established a strain which consisten ntly 
produced the syncytial giant-cell type | of 
plaque. They compared this strain of v VM ax 
with another strain which produced th 
more usual type of cytopathogenesis (ir fi 
vidual cell changes and small giant cells) 


There appeared to be no significant differ 


(1) ability to infect and grow in sever: 
types of tissue culture; (2) ability to grow 
on the chorioallantoic membrane; (3) path- 
ogenicity for mice and rabbits; (4) inacti- - 
vation by heat and ultraviolet light, and ( EE. 1 
adsorption and latent period in rabbit kidney 
cell cultures. The second group of investi- 
gators? noticed the appearance of theirs 
syncytial giant-cell strain after 20 subcul- - 
tures in antibody-containing medium, a 
circumstance which is similar to the one | 
under which our HPF arose. Plaque forze 

mation with this strain required the Pres 3 
ence of antiherpes antibody in the cultu 
medium. Syncytial plaques were produced 
in a number of types of tissue culture cell, - 
and pocks were induced on the chorióalla a 
toic membrane. The syncytial giant-cell 
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TY 
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antiserum. There was no report E sid 5 
of virulanceein animals. gis 


There are two reports ** concerning the 
appearance of syncytial giant cells in tissue — 
cultures infected with pseudorabies virus 
(a relative of the herpes simplex virus) E 


whose natural host is the pig. Strains of | 


Hr A ef n 
A 7 +e. 


m 


E 
eu 


ER strains 
» plaque-forming morphologies. 


- this virus may produce either an individual 

infected cell-small giant cell cytopathogene- 
. sis or the large, syncytial giant cell in which 
. there appears to be lysis of infected cells. 
In one report? the syncytial giant-cell 


strain was less pathogenic for rats than the 


: small giant-cell strain, but the two strains 
a were alike in other respects. 


One wonders 
if other herpes viruses such as B virus and 
. Virus III will show these two plaque types, 
and, if so, if these features will be useful 
dn selecting strains of virus for genetic and 


! immunologic purposes. 


There is controversy concerning the 


mechanism of origin of the giant cells in 
herpes simplex infections. 
mechanism is division of infected cell nuclei 
- without corresponding cytoplasmic division. 
This mechanism now seems less likely, 
especially as an explanation of the forma- 


One proposed 


tion of the large, syncytial, multinucleated 


- giant cell. In the formation of this type of 
giant cell in tissue cultures the cell walls 


seem to disappear or lyse, the cytoplasm 


appears to become more fluid, and the 
. nuclei move to form clumps and collections 
containing large numbers of nuclei. 
= process of lysis and fusion has been sug- 
- gested by observation of stained and un- 


This 


stained preparations and by phase-contrast 


_ photocinematography.'* 


Scott and McLeod ê have 3obageny seen 


- both the round cell-small giant cell and the 
- large syncytial giant-cell plaques in tissue 

cultures infected from a number of sources. 
We, too, have seen both these types of 
plaques in HeLa cultures infected with 
three different strains of herpes virus, but 
we have the impression that the round cell- 
. small giant cell plaque is much more com- 


mon. It also appears that plaques with 


intermediate morphology occur, and we sus- 


pect that it might be possible to isolate 
having a number @f different 


We do not know whether our syncytial 
giant-cell strain, HPF, arose as a mutant 
from the parent HF strain or whether this 
type of plaque-former was present initially 
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and was isolated by multiple passage in 
antibody-containing medium. Why it was 
isolated in cultures nourished with anti- 
body-containing medium is not clear, but 
we suspect that the HPF strain spreads 
principally by the cell-to-cell route, which 
may have offered an advantage in the pres- 
ence of antibody-containing medium. 


The HPF strain of herpes has two 
markers (decreased virulence for animals 
and distinctive morphology in tissue cul- 
ture) which may make it useful for genetic 
studies. In addition, it might be useful in 
immunization procedures, since it has shown 
low virulence for animals and yet antibody 
production has resulted. 


Summary 


A strain of herpes simplex virus (HPF) 
which produces large, syncytial, multinu- 
cleated giant-cell plaques in tissue culture 
arose during repeated subculture in the 
presence of antibody-containing medium. 

The HPF strain has low virulence for 
rabbits and mice, yet it is capable of induc- 
ing the production of high levels of neutral- 
izing antibody in rabbits. This property 
may be useful in immunization procedures. 

In view of the two markers (distinctive 
plaque morphology and decreased virulence 
for animals), the strain may be suitable for 
genetic studies. 


Department of Dermatology, University of 
Virginia School of Medicine. 
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Abstract of Discussion 


Dr. Harvey BLANK, Miami, Fla.: Dr. Wheeler 
continues to add important basic information to 
our knowledge of herpes simplex in this paper as 
he has in the preceding series, in which he dem- 
onstrated the effect of serum antibodies when in- 
cluded in the tissue culture medium, the effect 
of temperature of incubation on virus production, 
and other fundamental observations. 

His isolation and study of the interesting agent, 
which seems to be a distinct strain of herpes sim- 
plex, extends similar observations which have been 
reported from fresh patient material made by 
McNair Scott and his co-workers. (Scott, T. F. 
McN., and McLeod, D. L.: Cellular Responses 
to Infection with Strains of Herpes Simplex 
Virus, Ann. N.Y. Acad. Sc. 81:118-128 [July 21] 
1959; Gray, A.; Tokumaru, T., and Scott, T. F. 
McN.: Different Cytopathogenic Effects Ob- 
served in HeLa Cells Infected with Herpes Sim- 
plex Virus, Arch. ges. Virusforsch. 8:59-76, 1958.) 
In their limited observations, that is, those of 
Scott and co-workers, there were no differences in 
the pathogenicity for the rabbit between their 
proliferative strain and their giant-cell strain. 

Dr. Wiheeler's giant-cell strain seems to be 
distinct in that it exhibits a decline in patho- 
genicity for the rabbit compared with his starting 
HF strain. I wonder if Dr. Wheeler would care 
to comment on whether the HF strain in his ex- 
perience is generally more neurotoxic than the 


Wheeler 
































ordinary isolates from herpes simplex lesions. dno 
patients? Jessner and Biberstein have told me 
several times that the herpes simplex virus they 
isolated in rabbits from patients in the Aw 
States showed far less neurotoxicity than t E i: 
strains they isolated many years ago in Europe. - 
To my knowledge, no comparison of Europes 5e 
strains with American strains has actually b T 
performed in the same laboratory. 


It may be of interest to digress for a momer 
and record, probably for the first time in - 
literature, the origin of the HF strain, which? 
the standard herpes simplex virus used for studi s 
throughout the world. The initials HF stand. i: 
Hilda Flexner, who, by having a fever blister | 
many, many years ago, contributed material on- i 
which several hundred scientific papers have bee it 
based. Her contribution may in the long run be 
as important as that of her famous husbe dm 
Simon, the first head of the Rockefeller Institute, 
or her brother-in-law, who changed the course ofa 
American medicine with the Flexner report oon 
1910. It may be significant that the HF strain - 
was maintained in the Rockefeller Institute for- 
many years by passage through mouse brains, . 
which may have have enhanced its neurotoxicity. A 
At any rate, it is highly significant that De iss 
Wheeler has been able to demonstrate that the 
standard HF material contains more than one typ 4 
of herpes simplex virus, or at least the potential — 
of strain differentiation. His demonstration ot dy 
persistent genetic markers in the strain, as co 
pared with ordinary herpes simplex virus, may 
well prove particularly useful in future reseau ic 
and extend the work beyond that done previously, . 


It is unlikely that the newly described strain | 
will add anything immediately to the present € 
ures for the care of patients with recurrent herpes . 
simplex—at least to my mind, but perhaps D 
Wheeler would like to comment. I know that 3i 
all will follow with interest Dr. Wheeler's con- m 


E 


tinuing precise and definitive basic research n. 


this field. 

Dr. Roy L. Kure, Cincinnati: I must congrats 
late Dr. Wheeler for his continued interest a ane 
work in this field. Unfortunately, it is difficult to ae 
get virologists interested in the so-called "unim- - ES 
portant" skin virus infections. Men such as Said MS 
whose laboratories happen to be in the same build- . is 
ing as our pediatric skin clinic, are so busy with — Sr 
polio they haven't time to work with herpes wv 
plex or molluscum contagiosum, etc. Actually I _ 
understand, Mr, Sabin has now started working in | 
cancer research, To have Dr. Wheeler working in - 
this field is indeed gratifying. The potentias 
dangers of the herpes simplex virus are fascinat- - 
ing. In spite of its apparent insignificance lado 
frequency, a high percentage of strains will pro- — E 
duce a rather virulent encephalitis in animals, | _ 
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I wonder what relationship the strain, under 
Coste here, might have to Kaposi's varicelliform 
. eruption? I wonder if any work has been done 
— with the strains found in this condition? It seems 
ES he me that Kaposi’s varicelliform eruption is more 
common than we have been led to believe. It 
5 a E occurs in adults as well as children. I usually see 
a two or three such cases a year, and some are 
is rather severe. 

= Some 20 years ago I tried vaccinating people 
i E un the fluid from herpes simplex vesicles in 
order to prevent recurrences. The results were 
33 . equivocal. The only certain finding is one or two 
E cases was that I fixed the virus at the point of 
d M inoculation. Each time they had a recurrent attack, 
~ . it also recurred at the site of inoculation. There 
er may still be an approach to the problem by this 

E. ET E even perhaps an oral vaccine. 


Dr. SrEPHEN RorHMAN, Chicago: I would like 
im ask Dr. Wheeler how he interprets the fact 
D - that herpes simplex is a notoriously recurring 

D. E although there is a high titer of neutral- 
-- izing antibodies present in the blood serum. I 
— realize that the virus is strictly intracellular and 
- the immune globulin may not enter the cell. But 
_ the situation is similar in the viral exanthematic 
Es as well as in herpes zoster and still in 
- these latter conditions complete immunity develops. 






































I wonder if the emergence of the new strain 
| EC me been interpreted as a mutation. 
— Dr. Marton B. SurzaERGER, New York: I was 
: aon to make the same comment that Dr. Blank 
3 made, about the findings of Jessner and Biberstein. 
E The only thing I can add to what Dr. Blank 
— said regarding the fact that the strains of herpes 
| . simplex virus isolated from patients in Europe 
F b. seem to have more neurotoxicity than the strains 
E ‘isolated from patients in the United States, in 
s P New York specifically, is this: The differences 
E . can't be because the rabbits differ from New York 
X to Europe; for when Biberstein and Jessner ex- 
P "amined patients who came from Europe and who 
[^ an attack of their recurrent herpes simplex 
in New York City, and they inoculated strains 
= from these Europeans into our rabbits here in 
| ES erica, these strains were more neurotoxic then 
the strains isolated from patients that had lived 
their lives in America. 


Dr. Crayton E. WHEELER, Charlottesville, Va. 
E (Denon: As to the neurotoxicity of HF, it is 
EL my understanding that this virus has always been 
$3 HR (a neurotoxic or neurotropic strain. Its neurotropism 
was one of the reasons it was studied extensively in 
- the 1920's. A number of investigators were search- 
ing for the cause of human epidemic encephalitis 
and it was thought by some that the herpes simplex 
- virus might be the etiologic agent. Flexner studied 
= the properties of several strains of herpes simplex 
E E. uci In a series of five papers in the Journal 
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of Experimental Medicine in the 1920's he pre- 
sented considerable evidence against the theory 
that herpes simplex caused epidemic encephalitis. 
He did indicate in these papers that HF virus 
was a strong neurotropic strain which almost al- 
ways caused encephalitis in rabbits following 
inoculation of the virus into the skin or cornea. 
I would doubt that HF has become more neuro- 
toxic over the years since it started out as a 
highly neurotoxic virus, which it still is. 


I know little about the study of the neuro- 
toxicity of several different strains of virus in a 
single laboratory but I recall there was considera- 
ble trading back and forth of herpes strains in 
the 1920's and 1930's. For instance, Flexner com- 
pared his HF strain to herpes strains provided by 
three other workers, Levaditi, Doerr, and Good- 
pasture, and he found HF to be more neurotoxic 
than the other three strains. 


We are working with two other strains of 
herpes (ST and CR), both of which we isolated 
from recurrent herpetic lesions in patients and 
both of which have considerable neurotoxicity for 
rabbits. In tissue cultures infected with one of 
these strains (ST) on rare occasions we find a 
large syncytium giant-cell plaque which resembles 
those produced by HPF. We have never seen the 
HPF type of plaque in cultures infected with the 
other strain (CR). 


As far as immunization is concerned, a number 
of the questions can be answered together. Per- 
sons who have recurrent herpes have high levels 
of neutralizing antibody in their sera yet the virus 
persists. It would seem rather unlikely that in- 
creasing the antibody level by vaccination, even 
if it could be done, would eliminate the virus and 
stop the recurrences. I doubt that the use of a 
virus, whether living or dead, to vaccinate persons 
with recurrent herpes will eliminate the disease. 
Such vaccines probably should be evaluated, how- 
ever, but this should be done using very carefully 
conducted control studies. 


Another possibility arises. The recurrent herpetic 
lesion often seems to occur at sites of the original 
or primary infection. If one were to produce a 
controlled primary infection by inoculating an at- 
tenuated virus into the skin of the leg or arm 
the individual might be immunized in such a way 
that he never gets the recurrent form of the 
disease, or if recurrences develop they might occur 
at less important or less objectionable sites. In 
other words, instead of developing recurrences 
about the face, eye, or genitalia he might have 
recurrences on an arm or a leg. 


In answer to Dr. Rothman, I don’t know why 
recurrent herpes keeps occurring in the presence 
of high levels of antibody. Apparently the antibody 
does not eliminate the virus from its intracellular 
position. Why the virus becomes active at times 
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E of Intradermal Injection of Vasopressors in 


. Normal and Diseased Human Skin 


E RICHARD B. STOUGHTON, M.D.; GERARD DeOREO, M.D., and 


E J WILLIAM CLENDENNING, M.D., Cleveland 


n > 


Introduction 
















E. This report concerns the vasoconstrictor 

. response of cutaneous vessels to various 
| pressor substances introduced intradermally. 
.. It grew out of our interest in the study of 
' p ; Percutaneous absorption and the possible 
E ` role that topically applied vasoconstrictor 
t agents might have in the control of inflam- 
| matory skin disorders. 

First it will be shown that the vasocon- 
"  strictor activity of these substances can be 
| Greta to a large extent with specific 
2 . chemical structure, and that cutaneous vaso- 
- constriction induced by these compounds 
[ does not necessarily parallel their pressor 
5 Er - activity. 

— —— Second, results will be given of a survey 

_ of the vasoconstrictor activity of levarterenol 
i 3 _ (noradrenaline, B.P.) upon the vasodilation 

— (erythema) observed in various acute and 
» b ‘chronic cutaneous disorders. 
| ; ES Background 
b E _ Very little is known concerning the mech- 
: D anism of action of epinephrine and levarter- 
, enol as well as other catecholamines. It is 

E . generally believed that these agents act by 
B. stalyzing certain biochemical processes 
_ after having been attached to the effector 
- cells by some kind of specific receptors." 


~~ Submitted for publication May 26, 1960. 

— Supported by Grant No. A2196 from U.S. 
Department of Health, Education, and Welfare. 
"  —- Read at the 80th Annual Meeting of the Ameri- 
'"—— can Dermatological Association, Inc., Boca Raton, 
.. Fla, April 8-12, 1960. 

-— Director of Dermatology (Dr. Stoughton), As- 
— sistant Clinical Professor of Dermatology (Dr. 
EU DeOreo), Western Reserve University; Senior 
` Resident in Dermatology, University Hospitals of 
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The local cutaneous response to intrader- 
mal injections of epinephrine and levarter- 
enol, both in normal and diseased skin, has 
been studied by several investigators.** 
Lobitz and Campbell's description of intra- 
dermal injection in normal skin can hardly 
be improved ?: “When epinephrine is intro- 
duced intradermally in normal skin there is 
an immediate blanching in the injection 
wheal due to the direct constrictor action 
of epinephrine on the cutaneous blood ves- 
sels. This blanching then spreads periph- 
erally with the direct spread of epinephrine, 
even producing macular white pseudopods 
of vasoconstriction as the spread of epineph- 
rine occurs via the lymphatics.” Pilomotion 
in these areas is prominent. They found 
that the response of the skin of the atopic 
to the injection of epinephrine was the same 
qualitatively and quantitatively as seen in 
normal persons. This finding was confirmed 
by Rothman and Bloom.? 

In areas of skin where vessels have been 
constricted by local injection of epineph- 
rine itching cannot be elicited. This is 
probably a result of the local ischemia. Pre- 
sumably in the absence of sufficient oxygen 
the sensitivity of pain endings is impaired.? 
Once itching is induced, however, epineph- 


rine does not abolish the continuous sensa- 


tion.* 

Reed * has reported that the intradermal 
injection of epinephrine gives a normal re- 
action in chronic inflammatory conditions 
but a somewhat reduced or absent reaction 
in acute inflammation. This is considered 
by Rothman ê to be due to a paralysis of 
the muscular elements of the precapillary 
sphincters which makes contraction impos- 
sible. 
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We have been unable to find reports in 
which the vasoconstrictor effects of intra- 
dermally injected catecholamines were uti- 
lized in the control of inflammatory skin 
diseases. 

This review would seem to indicate that 


we know very little about the exact me- 


chanics of blanching in the skin. Which 
-vessels are actually constricted? Is it less 
blood in the papillary or subpapillary vascu- 
lar network or elsewhere? Which parts of 
the vascular bed in normal skin contribute 
what to the normal skin color? Such ques- 
tions are without precise answers, 


I. Assay of Vasopressor Agents 
for Vasoconstrictor Activity 
in Normal Skin 


Method 


Twenty-five different vasopressor substances 
were obtained from a number of sources (Table 











TABLE 1—Assay of Blanching Induced by Vasopressor Substances Injected into Human S kin mo + 
Ww 2 
Minim. Concent. 
Ring * Side-Chain 'Trade Name f for Vasoconstrict. | Kk 5 
1 A —Nieotinyl Amphetamine Phenatine (generic) None t m o 
2 A —CH(CH )CHiNHCH ; Vonedrine 5X107? fe 
m A —CH;iCH(CH )NH; Amphetamine (generic) . None j oa m 
4 A —CH;CH(CH;)NHCH, Desoxyn 107* E EU 
5 A —CH.C(CH;):NHCH; Wyamine None . 528 
6 A —CH(OH)CH(CH;)NH: Propadrine 107* DNO 5 
7 A —CH(OH)CH(CH )NHCH ; Ephedrine (generic) None ee: $ m 2 
` B —CH;CH(CH;)NHCH; Orthoxine None COS 
9 B —CH;CH;NHCH,; N ylidrine (generic) None. oe 
10 C —CH(OH)CH ;NHCH ; Phenylephrine (generic) 107* Me ES t 
11 C —CH(OH)CH(CH )NH: Aramine 107* ed d 
12 D —CH.CH(CH;)NH; Paredrine 10-* Mo 
13 E —CH(OH)CH iNH: Levarterenol (generic) 107* ^ d OT) 
14 E —CH(OH)CH:NHCH ; Epinephrine (generic) 107s >: SA 
15 E —CH(OH)—CH(CH;)NHCH:CH:NS U-0227 107* ES 
16 E —CH(OH)CH iNHCH(CH )) : Isuprel 5X107* a oe 
17 F —CH:CH(CH;)NHCH, Clopane 10-5 E 
18 G —CH iC iH : Privine 10-* m 
19 G —O H 10H Tyzine 4X1071 o | 
20 G —C H (CH ;][C—(CH:):] Otrivin 8X107! — 3 
21 H —CH;OH Poniacol None ei E t 
Aliphatic A mines: UO 
22 CH (CH 3) .CH(CH 3) NH 1 Tuamine None rf Xx 
23 CH ;(CH)),CH(CH 9)NHCH,; Oenethyl 107* 92 : 
24 CH;CH;CH(CH )CHiCH(CH 3) NH : Forthane None ee E. 
25 CH iC(CH ) - CH(CH 1) :CH(CH )) NHCH i Octin 1907 * 3 44M 5 
Polypeptide: C 
26 Angiotonin Hypertensin 8X10-* Eny 
"AM 
* Key to ring structures: Macy” 
A: Phenyl D: 4-Hydroxyphenyl c 2-Imidazolinyl ET c 
B: 2-Methoxyphenyl E: 3, 4-Dihydroxyphenyl H: 3-Pyridyl a” 
C: 3-Hydroxyphenyl F: Cyclopentyl We 3 
E, 


t Drug available from: Smith, Kline & French: 1, 3, 12; Merrell: 2; Abbott Laboratories: 4; Wyeth: 5; Merck Sharp & Dohme: 6, 
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1). These compounds were diluted in sterile iso- 
tonic saline. Progressive dilutions, by a factor of PS, 
10, from 10? downward, were utilized. Of each | T 
pressor agent, 0.05 ml. at dilutions of 10°, 10%, a 
105, etc, was injected into the skin with a 26- — 
gauge needle. Some agents were tested at strengths —.— 
of 10% to 10 by dilutions of a factor of 2 rather - 
than of 10, in order more accurately to deter nine . 
the end-point of reaction. Concentrations higher - | 
than 10? were not used because necrosis occurri red 
in one subject with amphetamine base at a dilu E 
of 10”. This event discouraged our use of highe "n3 
concentrations. If a compound failed to induce - 
blanching at a concentration of 10? it was regard iei 
as "inactive" for the purposes of this study. | A ie 
Young healthy adult volunteers were used. T he | 
volar skin of the forearm was the test site. In . 
several instances the dorsal skin of the forearm | 
was compared for reactivity. No significant dif- 
ferences were seen. The occurrence of both - 
blanching and pilomotion were recorded. Obss 1 
tions were made at intervals of 30 minutes for a 
period of 6 hours following injection. The dura- 
tion of blanching varied between 3 and 6 hours uA 


Ss 


11; Upjohn Co.: 8, 15; U.S, Vitamin Corp.: 9; Winthrop Laboratories: 10, 16; Eli Lilly: 17, 22, 24; Ciba: 18, 20, 26; Pfizer: 19; Hoffmann- — 


LaRoche: 21; Knoll Pharmaeal: 23, 25. 


t Where “None” is indicated there were no visible signs of vasoconstriction at dilutions down to 1:1000. Higher concentrations fre- we k: 3 


quently gave irritant reactions. 
Stoughton et al. ` 
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Observations 


E: E activity. 


Onset Time, Duration, 
Dermatitis No. of Cases Minutes Diameter, Cm. Minutes Av. 
om ts "Dermatitis medicamentosa 
.. (acute) 4 0.5-3.0 1-1.5 15-60 30 
3 E. venenata 12 1.0-5.0 0.5-1.5 10-60 30 
^  Erythema solare | 3 1.5-2.5 1-2 20-60 
~ Erythema caloric 1 1.5 1.5 40 
Ee Urticaria, acute ~ 3* 1.0-2.0 0.5-1.5 15-30 
T 
R hronio: 
E Atopic dermatitis 9 1.0-9.0 1.5 10-60 40 
Acne 1.0-2.0 1-2 20-60 
Erythema annulare 
Erythema centrifugum 1 2.0 2.0 10 
_ Erythema nodosum 1 1.5 1.0 15 
: Dermatomyositis 1 No. react. ae 5 
. Granuloma annulare 1 0.5 1.5 30 
.. Insect bites 2 0.5 1.5 40 
. Lichen planus y 0.5-1.5 1-1.5 10-60 30 
E. | Morphea 1 10 1.0 30 
< Neurodermatitis (local) 6 0.5-1.5 0.5-2.0 10-180 30 
- —. Necrobiosis 1 1.5 1.0 10 
ES C Dermatitis herpetiformis 2 0.5 1.5 20-40 
E — Pityriasis rosea 3 0.5 1-2 30-40 
- — . Psoriasis, erythematous 3 0.5 1-1.5 30-60 
^ Psoriasis, papular 7 0.5-1.0 0.5-1.0 20-40 
B 2s Purpura 1 No react A3 Z 
— . Lupus erythematosus - 3 0.5-1.0 0.5-1.5 20-40 
- Urticaria, chronic 2 0.5 1.0 20 
-- . Seborrheic dermatitis et * 0.5-1.5 0.5-4.0 20-120 
- . Acne rosacea 6 0.5-1.0 0.5-2.0 15-90 
` Nevus flammeus (neck) 2 0.5 1.5 60 À 
E . Total N=93 | 
: EL. * * Of which one had no reaction 
3 E . t Patient with 160/105, immediate reaction, 4 cm., 120 minutes. : " 
Vol. 82, Sept., 1960 
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n w ith sinis concentrations, Table 1 represents 
a Bbsnppsite of a study of several subjects. 


— As seen in Table 1, some vasopressor sub- 
‘tances have no visible vasoconstrictor ef- 


owerful vasoconstrictors of cutaneous ves- 
els. Comparison of vasoconstrictor activity 
vith chemical structure reveals that homo- 
logs of epinephrine which contain at least 
. one free hydroxy group on the phenyl ring 
| (Rings C, D, and E in Table 1) will have 
3 ünsiderable vasoconstrictor activity. How- 
a ever, if there is no hydroxy group on the 
= phenyl ring, or the hydroxy group is sub- 
stituted by another radical (Rings A and B, 
oJ “able 1), there is minimal or no vasocon- 


. Some compounds which are not homologs 
of epinephrine are even more powerful vaso- 
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constrictors than epinephrine or levar- 


terenol: tetrahydrozoline hydrochloride 
( Tyzine), Otrivin,* and angiotonin ( Hyper- 
tensin). The latter compound is a synthetic 
polypeptide similar to the natural agent 
(angiotonin) which is a powerful vasopres- 
sor agent in man. This polypeptide ( Hyper- 
tensin) induce vasoconstriction and 
hemorrhage in concentrations as low as 
8X 1075 when introduced intradermally. 

Amphetamine was peculiar in that it pro- 
duced a nonpruritic erythematous wheal at 
dilutions of 107? and 1074. No vasocon- 
striction was observed, but there was definite 
pilomotion. This is the only instance in 
which we observed pilomotion without coin- 
cident vasoconstriction. 


will 


* 2- (4'-tert.-buty1-2',6 -dimethylphenylmethyl) im- 
idazoline. 


TABLE 2.—V/asoconstriction Induced by Intradermal Injections of 
0.05 MI. 1:1,000,000 1-Arterenol (Levophed) 
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II. Vasoconstriction in Acute and 
Chronic Inflammatory Diseases 
of the Skin 


Method 


Levarterenol was selected for study of blanch- 
ing in inflammatory conditions because this sub- 
stance is not only a potent vasoconstricting agent 
when used in highly dilute solution, but is prob- 
ably a normal physiologic metabolite as well. 


Observations were made on both normal and 
abnormal skin of the persons tested. No prelimi- 
nary preparation of the skin was employed in 
order to avoid any unnecessary physical or chemi- 
cal trauma. A dose of 0.05 ml. of levarterenol, 
1:1,000,000, was injected intradermally. Twenty- 
six gauge needles were used with the bevel facing 
upward. Injections of isotonic saline were done 
as controls. The following observations were re- 
corded: (1) nature of skin change; (2) time of 
appearance; (3) area of change, and (4) duration 
of change. The results are summarized in Table 2. 


Observations 


A. Saline Injection in Normal and Dis- 
eased Skin——When 0.05 ml. of isotonic 
saline was injected into either normal or 
abnormal skin, a wheal averaging 1 cm. in 
diameter was produced. Transient blanch- 
ing, lasting 30-60 seconds, was noted within 
the site of the wheal. Not infrequently mild 
erythema appeared surrounding the wheal, 
persisted about 60 seconds, and then dis- 
appeared, leaving the skin otherwise un- 
changed. 

B. Levarterenol Injection in Uninvolved 
(Normal) Skin of Patients with Acute and 
Chronic Inflammatory Dermatoses.—Intro- 
duction of 0.05 ml. of 1:1,000,000 levarter- 
enol in uninvolved skin of the patients tested 
gave a response similar to that already well- 
described by Lobitz and others. Immediate 
blanching occurred which reached a maximal 
response within seconds. The diameter of 
this whitened area varied from 1 to 6 cm. 
(average, 2.5 cm.), and persisted from 180 
to 240 minutes. Since observations were not 
carried out beyond a four-hour period, it 
cannot be stated that blanching did not per- 
sist for longer periods in those patients who 
still showed evidence of pallor at the con- 
clusion of this period. 


Stoughton et al. 
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Fig. he A solare, showing delayed ap. 
pearance of vasoconstriction. Picture was taken < Ec 
five minutes after injection of levarterenol. a 


C. Norepinephrine Injection in Involved A 
Skin of Patients with Acute Inflammatory a 
Dermatoses.—1. Solar Erythema: In three 
cases of acute, intense erythema resulting — | 
from sunlamp exposure (Fig. 1), the ap- P. 
pearance of blanching was definitely delayed — E 
and the size of the field was diminished. Inc 
one case the vasoconstriction persisted E 1 
20 minutes. In the other two cases it lasted . ER 
for about one hour. ES 

2. Erythema Caloricum: This also gave a EC 
delayed and diminished type of reaction. E +f 

3. Acute Dermatitis Medicamentosdsiam E 
Acute Dermatitis Venenata, Acute Urticaria, - 
and Insect Bites: In general, there was a 
similar delay in the development of the re- 
action to that encountered with other acute | 
processes. The duration of the vasoconstric- ~ 3 
tion was uniformly shortened in these con- - 
ditions when compared to normals. i 3 

4. Erythema Induced by Topical Applicaiss r 
tion of 10-? Butyl Nicotinate in Four | 3 
Healthy Young Adults: Approximately 10 _ 
minutes after a small amount of butyl nico- 3 í 
tinate was massaged into the skin of the - 
volar surface of the forearm intense ery- - 
thema appeared in the area of application. 
When 0.05 ml. of 10-9 levaterenol was in- 
jected into this chemically induced erythema, E 
blanching oceurred in all the subjects. The | d 
area of vasoconstriction reached a peak in 
approximately 10 minutes. A few moments — 
later pilomotion developed in two of the four E 
persons tested. In these subjects vasocon- 
striction was still.evident after all traces of E 
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Fig. 2.—Chronic localized | neurodermatitis : 
prompt appearance ot vasoconstriction, 


erythema had disappeared. In the other two 
there was no pilomotion. Vasoconstriction 
persisted for two hours, whereas the sur- 
rounding erythema did not disappear for 
three hours. 

D. Norepinephrine Injection in Involved 
Skin of Patients with Chronic Inflamma- 
tory Dermatoses.—Most of the persons 
studied (Figs. 2, 3, and 4) had dermatoses 
which had been present for many weeks to 
many years, such as neurodermatitis of both 
the local and disseminate variety. The re- 


Fig. 3.—Psoriatic papules, showing classic bleed- 
ing points in presence of vasoconstriction, 
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sults given in Table 2 show that, in general, 
blanching came on promptly in chronic cuta- 
neous disorders. The size of the blanched 
zone as well as the duration of this reaction 
were similar to that of normals. 

E. Levarterenol Injection in Psoriatic 
Papules.—Psoriasis offers an opportunity to 
observe papillary blood vessels at close 
range. In four patients with long-standing 
papular psoriasis, intradermal injection of 
norepinephrine was followed by blanching 
of the papule and of a zone of skin sur- 
rounding it. When the psoriatic scales were 
removed the characteristic bleeding points 
seen in this disease were observed in levar- 





Fig. 4.—Lichen planus: papule grossly unaffected 
by vasopressor, although surrounding skin 1s 
blanched. 


terenol-injected papules in the same manner 
they were in uninjected lesions. The amount 
of blood escaping from the vessels and the 
bleeding time (as estimated by blotting paper 
applications) were essentially the same in 
injected and noninjected papules. 

F. Levarterenol Injection in Patients 
with Hypertension.—In patients with es- 
sential hypertension an increased reactivity 
to both epinephrine and levarterenol has 
been observed. The reactivity of terminal 
capillary loops in the nail-fold to circulating 
epinephrine and levarterenol was studied in 
normotensive and hypertensive patients.® 
Patients with essential hypertension were 
hyper-reactive to circulating epinephrine and 


Vol. 82, Sept., 1960 








even more so to levarterenol. Similar differ- 
ences in sensitivity of hypertensive subjects 
to levarterenol was recently reported by 
Bárány and James.” 

Four patients in the series tested had sys- 
tolic and diastolic hypertension. In two of 
these the reaction to levarterenol was unre- 
markable. The other two gave unusual re- 
actions by all standards. The onset of blanch 
was unusually rapid. Both the extent and 
duration of this reaction were far beyond 
the maximum values noted for other patients 
in the series. 


Comment 


It is assumed that epinephrine and/or 
levarterenol are present as physiologic me- 
tabolites in normal skin because the skin has 
sympathetic innervation and these com- 
pounds are known to be liberated in associa- 
tion with activity of this division of the 
nervous system. However, the amount of 
epinephrine, levarterenol, or related sub- 
stances actually present in human skin is 
not known. Some histologic evidence for the 
presence of epinephrine-like substances in 
digital skin has been presented by Burch,!! 
but the histochemical technique employed is 
certainly not specific for epinephrine or its 
homologs. We have incomplete information 
regarding the role of such compounds in 
the regulation of cutaneous vascular beds 
during normal and abnormal functions. 
Although recent investigators have uncov- 
ered some of the physiologic mechanisms 


controlling epinephrine and levarterenol at 


the tissue level, no specific information is 
available for skin, and it must be concluded 
that the chemical mediators for physiologic 
cutaneous vasoconstriction in man have not 
been definitely identified.!? 

From the first part of our study it seems 
clear that vasopressor substances of the 
catecholamine group can be classified to a 
certain extent as dermal vasoconstrictors on 
the basis of whether they possess a free 
hydroxy group on the phenyl ring. The 
imidazole compounds are also potent vaso- 
constrictor agents. Angiotonin (Hyperten- 
sin), although a polypeptide and seemingly 
Stoughton et al. 
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in quite a different class of compounds from + 
the catecholamines, is nevertheless an ex: dd 
tremely potent constrictor of dermal vessels. — 


Of interest is the fact that some of the — 


more potent "shrinking agents" for mucous — 


membranes have no significant vxor. (| 
E 


strictor properties in skin (amphetamine, - 
ephedrine, methylhexaneamine [Forthane], 
tuaminoheptane [Tuamine]). It seems — 2 
strange that vessels of these neighboring ` 
regions should be so different in their re~. 3 
sponse to the same pharmacologic agent. - 
However some work has already indicated — 
that pressor substances may have dissimilar | : 
effects on vascular beds of different or- ~ 

gans. 118 E j 
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Our experiments with the intradeirsb m 
injection of norepinephrine in normal and | 
diseased skin confirm in most respects pre- a 
vious work in this field. However, in con- - E 
trast to some reports,*® we were uniformly. x x. 
able to produce vasoconstriction in acute | MC 
inflammatory dermatoses. The reaction time - 
was delayed and the duration of blanching 
was often shorter, but our observations - SA 
could not support the conclusion that paral- ..—- * 
ysis of precapillary sphincters makes con- ^S 
traction of vessels impossible. (3 E 

The observation of identical bleeding "A 
(both in amount and time) from injected 
and noninjected psoriatic papules raises the ? he 
interesting problem of just which cutaneous E 
vessels contract when levarterenol is in- p 
jected. One would normally assume that ^. 
contraction of the papillary capillaries plays - xa s 
a prominent role in the blanching phenom- ~ 
enon. Our findings would suggest a definite ~- 
and perhaps predominant role for the- Be: 


deeper vessels. ! "M 


2937 P" 


-A 


Because of the rather general effective- 
ness of intradermal levarterenol in con- | 
stricting cutaneous vessels in acute and =- 
chronic inflammatory dermatoses, it might 22 
be logical td experiment with topically ap- — 
plied vasoconstrictor. substances for the “a 
control of cutaneous inflammation. The 
coincident problems of sensitization, ab- 
sorption, accommodation, “rebound reac- A 
tion” after discontinuing the drug, and =~ 
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other considerations special to ` topi 
E - would have to be investigated. - 
. when one considers the apparent usefulness 
E: of topical vasopressor agents in inflamma- 
E tory disease of the mucous membrane, it 

-. would seem encouraging to experiment with 
X topical vasoconstrictors in cutaneous inflam- 
E matory disorders. 
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y a Summary 


E A correlation between chemical structure 
E Pad cutaneous vasoconstrictor activity has 
E. been demonstrated for a series of catechol- 
= amines injected intradermally. 

. Reactions of normal and abnormal (dis- 
3 | eased) skin to intradermal injection of lev- 
= arterenol are presented and the possible 
| E. ae eneutic implications discussed. 


—. University Hospital, 2065 Adelbert Rd. (6). 
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Abstract of Discussion 


Dr. Si»NEY OLANSkKy, Atlanta: I was very 
happy to have had the opportunity to read Dr. 
Stoughton's excellent paper so that I might attempt 
to discuss it today. I am very sorry, however, 
that Dr. Callaway could not be here to discuss it 
as originally planned, because I am sure he would 
have done it better. 

Since I had the paper a very short time before 
the meeting, I had no opportunity to review the 
literature. I therefore took the liberty of going 
over the paper with two colleagues, Dr. John 
Wallace of Duke University and Dr. Marion 
Cotton of Emory University, both of whom have 
done considerable work with the catecholamines. 
Incidentally, Dr. Coton was quite surprised that 
a dermatologist could do this type of study. I 
told him it was the usual thing. (Laughter.) 

Much of Dr. Stoughton's paper is devoted to 
the effect of levarterenol on normal and abnormal 
skin. He found prolonged blanching of normal 
skin and shorter but definite blanching of acutely 
inflamed skin. A possible explanation for these 
findings is that the breakdown of levarterenol, and 
also epinephrine, is dependent on two enzymes, 
one of which he mentioned, catechol-O-methyl 
transferase, and monamine oxidase. Both of these 
enzymes depend on oxygen. No work so far has 
demonstrated these enzymes in human skin, and 
if oxygen is not available, neither enzyme will: 
work. If they are present in normal skin, intense 
vasoconstriction caused by levarterenol could ex- 
clude blood-borne oxygen, and the enzyme could 
not destroy the levarterenol because of oxygen 
lack, which would explain the prolonged vasocon- 
striction. 

In the acutely inflamed skin, the increased blood 
flow could bring oxygen into the area, and the 
levarterenol would then be destroyed by the 
enzymes and would explain the shorter effect in 
inflamed skin. 

The dose of levarterenol used in this study, 0.05 
cc. or 1:1,000,000 levarterenol, though seemingly 
small, is actually the maximum amount one would 
expect in 50 cc. of normal plasma, and it is proba- 
bly a large dose from the standpoint of normal 
physiology. 
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us use, called Dernaphrin. The idea was to see 
= if this would prolong the effect of locally applied 
hydrocortisone. We used this quite a while, and 
our observations indicated that we did get pro- 
longed effect, lasting from four to six hours, with 
this preparation. However, apparently, others did 
not agree with this, and the material was soon 
discontinued. 


I hope that Dr. Stoughton will continue his 
work, and perhaps uncover a practical, safe local 
application which will be effective and useful for 
all of us. 


I would like to ask Dr. Stoughton a question 
or two. In the paper, I could not tell whether he 
was using controls in all of his patients or whether 
he selected just a few, because there is a possibility 
that some people will react differently from others. 


Another suggestion that was made by some of 
my colleagues is this: It would be a nice thing 
to repeat the studies, both in the cold and in 
‘warm atmosphere, because it has been indicated 
that some of these pressor effects will last much 
longer in the cold. 


Dr. Marton B. SULZBERGER, New York: I 
think this is a very interesting and very informa- 
tive paper, that may have very far-reaching re- 
sults. But I am sure that all of you recognize, 
although Dr. Stoughton didn’t say it, that one of 
the ways in which pressor effects are accomplished 
is by peripheral vasoconstriction. I wish he would 
say something about which of the pressor drugs 
he tested are supposed to act by the mechanism of 
peripheral vasoconstriction and whether there was 
any correspondence in his positive and negative 
findings between those drugs that are supposed 
to have pressor effects through peripheral vaso- 
constriction and those which do not. 


I think that Dr. Olansky meant to be funny 
when he said that this was the usual thing for 
dermatologists to do this kind of work, but it 
isnt as funny as he meant it to be, I think. In 
1928, Werner Jadassohn and a co-worker (Jadas- 
sohn, W., and Sulzberger, M. B.: Urtikarielle 
Reaktion und parasympathisches Nervensystem; 
Klin. Wehnschr. 7:169, 1928) did work which had 
some relationship to this form of investigation. 
They were attempting to find out if there was 
any correlation between the ability of selected 
drugs to produce wheals on injection into the skin 
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-get whealing. It was a peculiar wheal. 





























thetic nervous system; i. e, their cholinergic a EL 
anticholinergic effects. They used the drugs whi 
were then available—pilocarpine hydrochloride | 
sodium pilocarpinate as well as atropine ane 
apoatropine, 
Their object was to find out whether whealing 
was related to the effect of these drugs upon Ne | 
vegetative nervous system, which was one. of 
theories at that time as to the origin of wheali a 
whealing was supposed to be nervously mediate d. s 
There was no relationship; in other words, some 
drugs produced whealing that did not have a ny -— 
effect upon the parasympathetic system. peep S 
Dr. Francis A. Erus, Baltimore: I would | 1l iem 
to say just a word about percutaneous absorption. 
In infants with atopic dermatitis, if one applies 
egg white to the cubital area, one can get whealing - 
within a few minutes. I just wonder if this wou ld 
be a practical way for Dr. Stoughton to do his - 
tests. After the age of 2, apparently because of- the de 4 
epidermal changes or for some other reason, thi is- oe a 
phenomenon is lost. i. 
Dr. RrcHaRD B. SrovGHTON, Cleveland (doe d Y 
ing): I will try to answer a few of the question 1s zu ; 
that were brought up. ke Y 
We did use controls, and I think, adequately. a 5 
We did not control temperature or humidity : sid d 
respect to the effects and prolongation of effects . 
of these various catecholamines that we did. us set a 
As far as the correlation of pressor effects with 5 
peripheral vasoconstriction goes, in some instances ve 
there was correlation, but in other instances there- d B 
was very little. We did not know how to explain a | 
this. E. i 
As for whealing, with these agents, we did E. 
notice whealing with amphetamine. That was the — — 
only one of all agents that we used where we did - iat 
It was à 3 : 
nonpruritic, erythematous wheal. I don't know e 
how to explain it, but I don't think it is ac e 
histamine-release phenomenon, because there were 
no signs of pruritus or flare response associated. A 
with the wheal. K 
Dr. Ellis mentioned the use of allergens in } 
estimating percutaneous absorption. I am aware 
that this has been done, and I think it is a helpt R i 
idea. This would go along the same general- $. 
principles under which we are now working ; that a 
is, the use of biologic indicators to quantitate 3 
percutaneous absorption. | 
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Abrupt Changes in Hair Morphology Following 


Corticosteroid Therapy in Alopecia Areata 


ROBERT A. BERGER, M.D., and NORMAN ORENTREICH, M.D., New York 


A follicle within a lesion of alopecia 
areata may produce no perceptible hair, a 
very fine, short, vellus hair, or a hair only 
a little thinner and less pigmented than the 
normal product of that particular follicle. 
In the latter instance, there may occasionally 
be seen following intralesional injection of 
an appropriate corticosteroid suspension, or 
following systemic corticosteroid therapy, an 
abrupt transition to a thicker, more heavily 


-pigmented structure, without interruption of 





the continuity of the shaft (Fig. 1). Later 
there may occur an equally abrupt return to 
a hair which is thinner and less pigmented 
(Fig. 2). This results in a segment of 


terminal hair of good caliber in between 
segments of vellus-type hair. 


Submitted for publication Nov. 30, 1959. 
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Fig. l.— Abrupt  re- 
covery of pigment in the 
cortex with systemic cor- 
ticosteroid therapy. Re- 
duced 36% from mag. 
X 14.4. 
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Such instances tend to corroborate the 
belief that alopecia areata represents a 
rather delicate balance between the hair 
growth potential of the pilar apparatus and 
an unknown inhibitory factor. The follicle 
“tries” to produce its customary strong, pig- 
mented, terminal hair, but is unsuccessful in 
variable degree. It has been postulated * that 
even in the extreme case where no percep- 
tible fuzz can be detected clinically in the 
lesion, the hair matrix, much diminished in 
size, is still actively producing a tiny kerat- 
inous product, which perhaps disintegrates 
or breaks off at the follicular orifice. This 
implies some degree of continuing cell divi- 
sion in the greatly reduced hair matrix, and 
mitotic activity has in fact been demon- 
strated in that region by Van Scott? In 
any event, the finding that hairs may some- 
times thicken and repigment after treatment 
quite abruptly, and without discontinuity, 
proves that those follicles which are produc- 
ing a fine vellus-type hair as a manifestation 
of the disease are capable of rapid func- 





tional recovery without an- intervening pe- 
riod of cessation of hair growth. The 
suppressive, rather than curative, nature of 
corticosteroid therapy in this condition is 
attested to by the prompt narrowing and loss 
of pigment when the steroid is no longer 
present. 

We have never observed the abrupt re- 
covery in continuity described above to 
affect an exclamation- int hair. That 
classic hallmark of alopecia areata ? must be 
clearly distinguished from the thin, depig- 
mented, but actively growing hair under 
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Fig. 2.—Abrupt 


nar- 
rowing and loss of pig- 
ment after cessation of 
corticosteroid effect. Re- 


duced 8% 
X 14.4. 


from mag. 


discussion. The exclamation-point hair is 
short (1 to 5 mm. above the scalp), and 
shows three characteristic features. The 


distal portion of the hair terminates in a 


frayed stump, similar to that seen in a 
trichorrhexis-nodosa hair broken off through 
a node. The short shaft of the hair tapers 
rapidly towafd the bulb, simultaneously los- 
ing its pigment. The root of the hair, when 
not broken off during epilation, is a small 
atrophic club (Fig. 3). Apparently the fol- 
licle containing an exclamation-point hair 
has been so affected by the disease as to 
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Fig. 3. — Exclamation- 
point hair, showing fray- 
ed proximal end, rapid 
narrowing of the shaft 
with loss of pigment, and 
atrophic telogen bulb. Re- 
duced 36% from mag. 
x 60.5. 








Fig. 4.—4, Pigment in 
the central hair shaft, 
with loss of most of the 
cortical melanin, in un- 
treated alopecia areata. 
Observation under polar- 
ized light showed this to 
be true pigment and not 
air spaces in the medulla. 
B, Unaffected hair from 
the same patient, show- 
ing diffuse cortical pig- 
ment. Both A and B 
reduced 6% from mag. 
X 498. 
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/ HAIR CHANGES IN ALOPECIA — 


S ediporasily involute and cut off hair pro- 
duction completely. This is analogous to the 


normal, more gradual, transformation from 
anagen to telogen; the bulb of an exclama- 
tion-point hair is similar to a telogen club. 
The precise relationship of hair pigment 
to the over-all picture of alopecia areata has 
been the subject of speculation. The thin, 
fine hairs seen in some affected follicles are 
almost always partially or completely de- 
pigmented. Some patients show hairs with 
persistence of pigment in the central portion 
of the shaft only, possibly limited to the 
medulla (Fig. 4). In spontaneous remis- 
sions, the hairs are usually white initially. 
Pigment then first appears centrally, and 
only later spreads throughout the cortex. 


Lus 
, uos 


The combination of alopecia areata and 
vitiligo is seen occasionally in our case ma- 
terial at the New York Skin and Cancer 
Unit. Much more common, however, is a 
degree of hypopigmentation limited to the 
alopecic lesions themselves. This is partic- 
ularly evident in eyebrow lesions, even in 
long-standing cases, despite exposure of the 
bald supraorbital Hires to natural sunlight 
for years. Decreased melanin in the basal 
epidermis has often been noted in biopsy 
specimens. 


Changes in hair growth found in experi- 
mental corticosteroid administration in mice 
and rats include prolongation of the telogen 
phase.* This effect has not been observed in 
humans, the lack of a distinct growth wave 
pattern making any such studies in man 
very difficult. In noninflammatory tinea 
capitis, Naomi Kanof? and, subsequently, 
Kim have noted a rapid decrease in the 
number of fluorescent hairs, and a change in 
fluorescence from emerald green to grayish- 
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white. Preliminary studies by Kim have 
shown no increase in the percentage of. E * 
telogen hairs in such ringworm cases given 
steroids. ' 


Summary 


Abrupt changes in the morphology | of (2 
hairs in alopecia areata under treatment with T. ' 
corticosteroids is described. Hairs - 
been observed to repigment and to thick 
suddenly, without discontinuity of the shafts. [ts 
This finding suggests that the alteration Ee COR 
duced by corticosteroids in this disease does E 
not involve an alteration in the hair cycle 
The relationship of hair pigmentation to - 
alopecia areata is discussed, and experimen- 
tal effects of corticosteroids on hair growth, 


are noted. ie 
v2 | 


Skin and Cancer Unit, New York Universin 3 
Bellevue Medical Center, 330 Second Ave. (3). bp 
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~ leukopathia unguium, flores unguium, albugo, 


Hereditary Leukonychia Totalis 


ROLAND S. MEDANSKY, M.D., and JACK M. FOX, M.D., Chicago 


The presence of white nails has been 


recognized for centuries and unrecorded ob- 


servations may be presumed from the folk- 
lore names which these changes in the nails 
have received. 


Report of Case 


Figure 1 illustrates the pedigree of a family 
having leukonychia totalis. Fourteen members of 
‘this family are involved, of which twelve are 
male. Six of the members have been personally 
observed. These were the mother, four of her 
All of the involved indi- 


Ye viduals have had this peculiarity since birth, The 


nails of both the fingers (Fig. 2) and toes 
(Fig. 3) are porcelain white and no lunula could 
be distinguished. The nails are not brittle and 


the edges are not frayed. The thickness of the 


nails appears to be average, and no grooves or 
other irregularities could be observed. The 
mother’s nails have become more pink in color 
over the past few years. No other physical ab- 
normalities are present. 


Comment 


Leukonychia has also been referred to as 


and achromia unguium. 


Submitted for publication Dec. 14, 1959. 

University of Illinois College of Medicine, De- 
partment of Dermatology (Dr. Adolph Rosten- 
berg, Jr., Head). 


Unna ! classified leukonychia as follows: 
(1) leukonychia punctata, where the lesions 
are spots; also labelled as "wishes," "lies," 
"gift spots," etc.; (2) leukonychia striata, 
where the lesions form bands or striae in a 
transverse direction to the axis of the nail 
plate; (3) leukonychia totalis, where the 
process involves the entire nail. 


Weber? added a fourth type, which he 
called incomplete leukonychia totalis. 


Leukonychia of some degree is one of the 
most common phenomena observed in nails. 
Singer? in a study of 100 unselected pa- 
tients, found that 62% showed leukonychia 
punctata or striata of the fingernails. On 
the other hand, leukonychia totalis 1s a rare 
and curious disorder. To date only about 
60 cases have been described. 


There are many causes for leukonychia. 
Some of these recorded in the literature are- 
(1) trauma, such as produced by a mani- 
cure * ; (2) febrile illnesses or weak tired 
persons having tuberculosis ?; (3) metabol- 
ic disturbances, such as that produced when 
the acid-alkaline balance is upset in the 
direction of alkalosis ê ; (4) leprosy, which 
may produce a diffusion of the lunula, al- 
lowing it to spread and invade the entire 
nail* ; (5) trichinosis; (6) ulcerative co- 
litis* ; (7) anemia; (8) drugs, such as 
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Figure 2 


emetine hydrochloride, sulfathiazole, and 
arsenic; (9) chemicals such as 20% nitrite 
and saltpeter solutions used in the meat in- 
dustry in the cleaning of intestines 8 ; (10) 
opacity of the nail bed, causing apparent 
whiteness of the fingernails, was reported 
as occurring in 82 out of 100 consecutive 
patients with hepatic cirrhosis.? 

There have been two predominant 
thoughts in the pathogenesis of leukonychia: 
(1) the presence of air between cells, and 
(2) imperfect keratinization. Singer? as- 
serts that, since keratinization is due to 
decreased metabolism of the germinal layer, 
any increase in metabolic rate may delay 
this, keratohyalin granules will persist, and 
leukonychia will result. Mitchell !9 claims 
that parakeratosis of the skin 1s commonly 
associated with infiltration of air between 
the cells and this may also play a part in 
the production of leukonychia. Most of the 
authors are inclined to favor the theory of 
imperfect keratinization in the production 
of leukonychia totalis. 


The nails in both the acquired and congen- 
ital cases of leukonychia totalis are normal 
in texture, thickness, and shape; and the 
nails are porcelain white. 


The microscopic examination as described 
by Becker ™ reveals an abnormal stripe 
about midway between the inner and outer 
surfaces. The cells are larger than normal, 
the nuclei are more prominent, and both 
nuclei and cells take only acid stains. 
Keratohyalin granules are seen in cells im- 
mediately above the stripe. Similar findings 
were found by Heidingsfeld !? and others. 


M edansky—Fox 








Figure 3 


Generally, there are no other abnormali- 


ties in these cases. However, the literature 


records the association of leukonychia with 
the following: leukotrichia,! total alopecia,!? 


extensive vitiligo,!^ and multiple cyst forma- 
tions.1* 


Cockayne 9 believed that the hereditary | 


pattern was a simple dominant. Five other 
instances of hereditary leukonychia totalis 
have been described. Gutman 27 observed a 
father and son. Fox and Pisko 18 reported 
a father, son, daughter, and grandson. 
Dauer 15 described a family with 10 affected 
men and 9 affected women. Kruse! re- 
ported a 25-year-old man, his father, and 
his father's two brothers. Stubenbord 2° 
described a 30-year-old white man, his 
mother, sister, and brother. 


Summary 


A family with leukonychia totalis appear- 
ing in five generations and in 14 members 
is presented, 


The causes, classification, histology, and 
heredity have been reviewed. 


840 South Wood St. (42). 
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Single Dose Therapy of Tinea Capitis 


LORRAINE FRIEDMAN, Ph.D.; VINCENT J. DERBES, M.D., and 


THEODORE A. TROMOVITCH, M.D., New Orleans 


In 1958, attention was focused on 
griseofulvin, the first orally administered 
chemotherapeutic agent effective against 
dermatophyte infections. The clinical 
trials +1° thus far reported leave little doubt 
as to the curative effect of this antibiotic 
against tinea capitis, even those cases caused 
by Microsporum audouini. Little is known, 
however, concerning the optimal dosage. 
For example, Blank and Roth? treated two 
cases of M, audouini tinea capitis with daily 
dosages of 1-2 gm. for approximately four 
weeks. Sternberg et al.5 reported the clini- 
cal cures of 18 patients with tinea capitis 
due to M. audouini in three to nine weeks 
after any of a wide variety of dosages. 
Kirk and Ajello? treated patients with 3 
to 17 mg. per pound of body weight daily, 
some of these for four weeks, others longer. 
These authors felt that in general they ob- 
served better results in those patients who 
received at least 10 mg. per pound daily, 
despite the many variables which they rec- 
ognized. Although the dosages have been 
varied considerably, in none of these studies 
was the duration of effect of griseofulvin 
determined. Inasmuch as griseofulvin is 
thought to be deposited in keratin,!? the 
concept of prolonged action of a single dose 
did not seem implausible.* In fact, Blank 


Submitted for publication Dec. 16, 1959, 

From the Departments of Microbiology and 
Medicine (Dermatology), Tulane University 
School of Medicine. 

A portion of these data were presented by 
Dr. Derbes at a round-table discussion at the 
International Symposium on Griseofulvin, Miami, 
Fla., 1959. 

* At the International Symposium on griseo- 
fulvin in Miami beneficial results from a similar 
technique were reported by Dr. Jacquelyn Kirk of 
Washington, D.C., and Dr. Irving London of 
Montgomery, Ala. 


' been reported. Therefore, the procedure SA 


» E n- 
and his associates treated several childr no 
with single oral doses of 3 or 5 gm,, bé 


successful results of which have recently 


* 


No 


of giving a single large dose has been tried. 
in comparison with periodic dosages, thea 4 


TEM 
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results of which are presented below. — 2H 


Methods 


All the patients for this study were deliberate 
selected with the following characteristics. K 
were infected with M. audouini. None had - pe 
treated recently with any antifugal agent th 
might in itself have had some therapeutic « effect, 
thus masking or falsifying any effect of the griseo- - a 
fulvin. Those that had been treated with other 
compounds were given a placebo for approxima el 
two months before being given griseofulvin. . Pa i55 
tients nearing the age of puberty were excluded, | = 
as were those with only evidence of mild disease — 
such as might occur towards the end of a. natural | 
course of infection. Patients with kerions were 
not accepted. Except for two patients vid = 
features were obviously Caucasian, all of the pa- 
tients were Negroes. The duration of the disease. 3 
prior to griseofulvin treatment ranged from ap A 
proximately one month to three years. Nine of he 
patients were females but these were distributed — ^ 
so that not more than two occurred in any one - "d 
experimental group. The patients were instructed — n 
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Weeks after initiation of therapy — 


Percentage of patients cured at fortnightly in- 8 
tervals following a single dose or multiple dosages E. 
of griseofulvin. os 
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. to observe their ordinary hygienic procedures and 

.— not to shave their scalps or to cut their hair any 

-—. more than usual. | 

-. Since our first experiences with griseofulvin 

. had impressed us that little occurred before the 
fourth week of treatment, the majority of 

4 the patients were instructed to return beginning 


$ 


the fourth week after initiation of therapy and ` 


p 
- henceforth at fortnightly intervals. 


E. When the series was first started, an effort 
. had been made to screen the effects of a variety 
Es dose schedules, each assayed using only very 
-= small groups of patients. It soon became apparent, 
^ however, that cures resulted from almost any of 
the schedules employed and that evaluation would 
be dependent in part upon rate of cure. Therefore, 
D efforts were concentrated on enlarging two main 
B. groups, viz, 1 gm. every third day for 28 days, 
K a and 3 gm. given at one time or within a few 
5 hours. We would have preferred to compare 
. the single-dose method with that of daily dosages, 
but a shortage of griseofulvin dictated the use 
3 of the more economical regimen of every third 
. day. Since earlier experiences taught that verbal 
o instructions only would result in a variety of 
I additional schedules, each patient was given a 
M B mimeographed calendar bearing the name of the 
po and each of the dates on which the medicine 
s was to be taken clearly encircled. For those chil- 
dren who were unable to swallow pills, the griseo- 
E — fulvin was emulsifed in a small quantity of 
chocolate syrup. Those given griseofulvin inter- 
- mittendly were instructed to take each day's ration 
z at one time rather than throughout the day. The 
. dosage was not varied according to the weight of 
the patient. 
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r . Urinalyses, total and differential white blood 
t cell counts, were done at least once in 32 of 
; |. these patients. The lack of abnormalities among 
| these as well as in 29 patients in another study 
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prompted the discontinuation of blood and urine | 
testing, 

Seven schedules were used, as follows: 1 gm. t | 
every 1, 2, 3, 5, or 7 days for 28 days; 250 mg. 
daily for 7 to 14 days; or 3 gm. in essentially one 
dose. An eighth group, included for comparative 
purposes, was given a second course of griseo- 
fulvin, This came about because, in the earlier 
studies, when 250 mg. daily for 7 to 14 days was 
thought to have failed, a single conciliatory dose 
of 3 gm. was given a few weeks later. Later ex- 
periences, however, showed our initial observation 
times had been too brief. A ninth group was 
given placebos. The numbers of patients in each 
group can be seen in the Table. 

At each fortnightly visit, patients were examined 
by a dermatologist, specimens cultured, and an 
observation made under Wood's light. 


Observations 


The results observed confirmed the gen- 
eral impression of the effectiveness of gris- 
eofulvin in the therapy of tinea capitis 
caused by M. audouini. As can be seen in 
the Table, there were no failures among 
those patients given 1 gm. of griseofulvin 
every 1, 2, 3, or 5 days for 28 days. How- 
ever, two patients among the other groups 
(one £ given 3 gm. in a single dose and the 
other 1 gm. every 7 days) did not clear 
their tinea capitis during 12 weeks of obser- 


t Griseofulvin was supplied by Johnson and 
Johnson, McNeil Laboratories, Inc., and Schering 
Corporation. 

i This patient cleared rapidly following a second 
dose of 3 gm. given at the termination of the re- 
ported study. 











E 
a ir Numbers of Patients Clear of Infection at Fortnightly Intervals Following Ve artous 
E Dosages of Griseofulvin 
E 
CM £ Weeks 
DF f^ No. of pen No. of 
Ve "Group Dosage of Griseofulvin Patients 4 6 8 10 12 Failures 
if * 
‘= d 1 gm. QDX28 3 3 
Es ta 1 gm. Q2DX28 * 6 3 3 
EU 02 BY 2 1gm. Q3DxX38 16 4 5 4 2 1 
E 4 1 gm. Q5D X28, 6 3 2 1 
TR 5 1 gm. Q7D X28 5 1 3 1 
È 6 250 mg. QDX7—14 6 2 1 1 1 1 
Ee 7 3 gm. in 1 dose 22 3 9 6 1 1 
EN 8 250 mg. QDX7—14 t followed" 
mu. 32-39 days later with 3 gm. 
TS in 1 dose. 6 5 1 
: » 9 Placebo 9 1 1 1 6 
T 


b BU e Q2D X28 indicates every 2 days for 28 days. 


ER. i =. 
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t Observations recorded represent interval of time after giving the single dose of 3 gm. 









|. — TINEA CAPITIS—SINGLE DOSE THERAPY 


vation. From the results shown in the 
Table, the regimen of 250 mg. daily for 7 

. to 14 days, Group 7, appeared quite effec- 

tive. However, as has been previously in- 
dicated, these results cannot be fairly 
evaluated, inasmuch as the potential failures 
in this group were moved to Group 9 before 
observations were complete. There were 
three cures and six failures among those 
patients given the placebos. 

The Table also shows the relationship of 
time to the percentage of cures. Although 
no single criterion of cure (clinical recov- 
ery, negative culture, or loss of fluorescence) 
proved infallible, it can be said that most 
patients, regardless of dosage, were clear 
of their infections between the fourth and 
sixth or the sixth and the eighth week after 
beginning treatment. Some infections, how- 
ever, lingered through 12 weeks. 

The first step in the process of clearing 
was an interesting change in appearance 
under the Wood's light which has been re- 
ported also by others.^** Fluorescence of 
the infected hairs disappeared usually by 
the fourth week but a green or silver color 
often remained. This change was not al- 
ways easy to see unless a scalp which was 
definitely fluorescent could be observed as 
a control, although at times both green. and 
fluorescent hairs could be seen on the same 
scalp. At the next fortnightly observation 
extensive regrowth of hair was usually 
observed. However, in a few cases, occa- 
sional scattered abnormal hairs, either fluo- 
rescent or green, could be found for weeks 
after a clinical cure. When such hairs had 
entirely lost their fluorescence, a micro- 
scopic examination revealed a structure dif- 
fering somewhat from a normal hair but 
either without spores or sheathed with ma- 
terial containing elements that may have 
been dead spores. In one such case, pluck- 
ing and culturing of these hairs proved 
them free of pathogenic fungi. If the hair 
showed typical fluorescence, spores could 
be found and M. audouini could be isolated. 
These few persistent hairs were observed 
in three patients who were given 1 gm. 
every fifth or every third day, or the single 

— Friedman et al. 
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dose of 3 gm. (In one of these patients, | E. 
these hairs, usually about five in number, | 
are still seen even after 23 weeks.) ` 
Whether this represented reinfection of a- i 
minimal nature, perhaps because of a pane d 
tially immune state following a treated in- E. 
fection, or was merely an incomplete cure, - 
is a matter of speculation. At any rate these - i 
three children appeared normal and the in- | 
volvement did not progress. Therefore, 
they were not counted as failures although 
they are being kept under careful observa- - P 4 
tion. For them the time of "cure" was 
equivocally set as that time when the only. 
remaining evidence of infection was the few | 
hairs just described. b. 
Cultures usually remained profusely posi- ES K: 
tive until after the loss of fluorescence, and E. 
until the hair was actively regrowing. How- - 
ever, the use of cultures to determine the - 
completion of cure presented some diffi- | 
culty. If the scalp was entirely normal | 
under both Wood's and incandescent lights, - 
yet four or five colonies of M. audouinii 
grew on the culture, we felt this likely to- =e 
be the result of air contamination. Later in 3 
the study, when we were aware of the prob- — 
lem of air contamination (to be published), - 
an attempt was made to reculture these chil- - 
dren in a noncontaminated area. Whenever 3 
the data showed only a few colonies as evi- x. * 
dence of infection, that time was recorded . ! 
as the time of cure. Fortunately, these situ- i P 
ations were few in number. à | 
Finally, the use of clinical condition was 
not a good criterion of cure because in e 
some few instances complete regrowth of n: 
hair did not occur until some considerable - o8 $ 
time after the loss of both color and fluo- - | 
rescence under the Wood's light and the E 
conversion of positive to negative culture. | 
Although these children were not "hinicafly 16 
normal" they were counted as cured at that 4 
time when infection could no longer be de- — 
tected. In nb instance was alopecia perma- f ži 
nent. p. Ny 
A further evaluation of the results ob- — 
tained by administering a single dose of OA 
griseofulvin can be made by comparing the — p 
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fortnightly percentage of cures of this E 
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K E . group with those ihierved in the combined 
— Groups, 1, 2, and 3. This comparison was 
3 E. s onard valid on the basis that the results 
ig pontuned when griseofulvin was given daily 
E every other day must have been at least 
as effective as when given every third day. 
E The rate of cure of those given the single 
y : -. dose was just as fast as when multiple 
Eo were administered, and might seem 
x even more rapid. However, application of 
- the Kolmogorov-Smirnov two-tailed test !? 
Eso revealed the difference observed was 
not significant. 
D .. In reviewing our data, we could see little 
correlation between the rate of cure and the 
E . duration or the severity of the disease. This 
A not in agreement with the findings of 
Kirk and Ajello? who felt patients with 
at E capitis of more than one year's dura- 
3 : -tion seemed to respond a little more rapidly 
- than those with infections of less than two 
months , and that patients with minimal in- 
fection * esponded more rapidly than those 
with extensive infection. The divergence 
Em observations concerning the latter can 
posu be explained by the lack of mild 
| Cases in the present study. 
p D The only indication of possible toxicity 
p. E was the development of an urticarial rash 
in one patient and nausea in another. 
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Rs Summary 


Only 1 of 22 patients infected with M. 
(e (ando failed to respond favorably to a 
single oral dose of 3 gm. of griseofulvin; 
E ow remaining 21 cleared their infections as 
c "rapidly as 25 patients who received 1 gm. 
T every 1, 2, or 3 days for 28 days. The 
i results observed using other multiple dos- 
< ages in smaller groups of patients are also 
T (presented. 
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-~ Application of Gumperson’s Law and Its Corollaries | 


to Dermatology 


LEON GOLDMAN, M.D., Cincinnati 


"The skin man never is aroused as 
break the morning pale. By vehement 
parturient or ailing infant's wail,” But 
only by John F. Baxters modern 
chemistry tale. 

There have been many recent develop- 
ments in modern physics and chemistry 
which may be able to explain now certain 
phenomena in dermatology. These hitherto- 
unexplained phenomena may occur in any 
phase of clinical or investigative dermatol- 
ogy. One of these is the development of 
unexpected severe disturbing drug rashes 
and contact dermatitis from topical medica- 
tions only in V.I.P.'s. Another phenomenon 
not reported often in literature, 1s the ability 
of an unknown force to effect the disappear- 
ance of laboratory samples and biopsy speci- 
mens so that the technician never receives 

them in the first place, or, if received, the 
final report is never received and never can 
be found. 

Such associative and kinetic phenomena, 
so-called, may be found also in any phase 
of therapy. In the older days, especially, 
this force caused inertia in the use of filters 
in x-ray therapy where a filter was neces- 
sary. In the modern era of nuclear physics 

. and chemistry it is seen how easily in many 
fields of radiation therapy similar forces 
could act through laws of inverse squares 

becoming reversed, and contaminating drops 
spilled, etc. There also is an excellent dem- 
onstration of this kinetic force in the Gas 
Laws by the use of ethyl chloride and alco- 
hol shortly before the application of electro- 
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desiccation and coagulation. A similar { o € ce | 
persistent in ground substance could pro- 
duce unexpected hypertrophic scarring in 
areas of no stress or strain from either som 
or psyche. | k 
Diffusion of liquids can be studied | iam 
patients by the mass spread of Castellan is 
carbolfuchsin paint used for tinea cruris i 12 
a busy individual wearing a lightweight a nd [4 
light-colored tropical suit on a hot afte rs 
noon. The versatility of this paint is illus- = 
trated well through forces acting on cei 
interfaces in the bathroom with subsequer tz 
adsorptive and absorptive action on and i n : 
tile and in towels. The tell-tale fingers of 
the fuchsin-paint enthusiast are not of em 
seen in these days of griseofulvin. — M. 
Another phase of such intrinsic potentia l ; 
forces in modern chemistry, is the ability « of. 
a cheap salve from the ten-cent store to be | 
superior to a long list of more nsive 
corticosteroids of all sizes and shapes, whi 
seem to contain less interested andi 
available protons looking for Micionat 
attachments in keratin. cí OPE 
Bacteriologists have been very much. in- 2 
terested in an intramicrobic force whi 
causes sudden, unwelcome infection wi hi | 
hospital staphylococcus infection in the staff 
personnel, key or mostly otherwise. This | 
force may extend to sudden, unexpected ^ 
secondary infection of mild, insignifican d 
skin polyps and filiform warts after therapy. ee 
Now, reactions even in the field of medi- = 
cal education can occur. Sometimes an un- 
explained force will keep the lecturer from — 
an attentive, waiting (10 minutes or less). E 
class, or even the reverse application—the .. 
attentive waiting lecturer with bulky notes 
and a bulkier picture gallery, without a class. 3 
in that particular room, but very attentive - 
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* E lecturer but avec cola. However, the pro- 
jector is the real focus upon which these 
z E unexplained forces may react violently. 
+» Such forces may travel from a convulsing 
B through a fixed unfocused lens, all 
- the way through the projector unto the 
re a E limp. and, finally, penetrate the confused 
- projectionist. It is suggested that after a 






p * Bbloslonged series of difficulties, a slide bear- 
E ing the explanation of these strange phe- 


- 
J ` nomena will have a soothing effect if 
a 








. projected in focus. 
3 Se Finally, the quiet of the dermatology 
_ research laboratory is also disturbed by the 
— oped spread of this mysterious force. 
2 These reactions may include breakage of 
— important instruments or dropping of final 
A — yields; contamination. of other materials; 
- epidemic bronchopneumonia in animals after 
- a long series of experiments still incom- 
| B oe, the failure of the animal subject and 


- human subject to cooperate in the correct 


^ manner as regards statistical results, etc. 
B are also forces acting in reverse and 
E . serving to repel anyone. These reverse 
y forces can keep special-study cases away 
p rom a particular project after the project 
A^ 
- has been set up and is ready to go. Prob- 
é pon. the most severe and distant application 
. of these forces is the rapid spread to the 
E. distant donor of investigative funds with 
= the development of no additional grants. 
-— It is obvious, then, that in the entire field 
| E ^ of dermatology there is a common, and often 
unexpected, force which can affect any situ- 
- ation. From Professor John F. Baxter we 
p . learn that a certain law can explain this 
"constant, K, of disturbance. In chemistry 
Eu: law is known as Gumperson's Law, 
AN 
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“The pics of a welcome probability 
will assert itself whenever such an eventu- 
ality is likely to be most frustrating" (or— 
“The outcome of a given desired probability 
will be inverse to the degree of desirabil- 
ity ). Baxter was well aware of the wide 
range of this law and its potential wide 
exploitation even by dermatology. Corollary 
No. 1 of Baxter was elaborated as a corol- 
lary of probability with special knowledge 
of the reactions in dermatology: "If any- 
thing can go wrong, it probably will.” For 
those of us who work with living tissue, 
Corollary No. 2 (from an unknown corre- 
spondent) is equally important, “Nature al- 
ways sides with the hidden flaw." 

It 1s perfectly obvious, then, that the der- 
matologist equipped with Gumperson's Law 
and its corollaries (including more to be 
added by dermatologists) can explain any 
situation, especially to his patient, often to 
his students, his colleagues, and possibly 
even to his family. He simply shrugs off 
any unwelcome reaction as Gumperson's 
Law. Nomenclature and classification of a 
reaction in Medicine frequently makes one 
believe he understands the reaction also. 


Conclusions 


A thorough understanding of the applica- 
tion of Gumperson's Law and its rapidly 
increasing number of corollaries will explain 
any situation in dermatologic practice, re- 
search, and teaching. 


Department of Dermatology, Cincinnati General 
Hospital (29). 
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Max the Knife 


RALPH LUIKART II, Santa Barbara, Calif. 


Are you a dermatologist who moans his lot in life? 

Are you a man who hands out salve and groans at home to wife? 

Do you know the average doctor goes early in the hearse? 

Do you realize a waitress can make more than any nurse? 

Did you ever call a plumber, and find his house call more than yours? 
Have you noted that the ointment helps but very seldom cures? 


I quarrel not with your methods—use the tool that suits you best. 
Be it cancer, or a keloid on a nose, or ear or chest, 

Some say use the x-ray—and often it's the best. 

Use the tool that fits your hand, or any of the rest. 


Have you cried about the surgeon—who merely cuts it out, 
And makes enough in half a stitch to make you sigh and shout? 
Have you had a psoriatic ever tell you where to go, 

And had the acne patient's mother say it simply wasn't so? 


Have you ever spent an hour just digging out the facts; 

Then scrape and culture many spots on leg and arm and back? 
Did you do a small biopsy and send it to the lab ; 

Then in the last analysis you knew not what he had? 


If you are one of those who spent the first half of his life, 

In schools, and schools, and labs and schools with struggling and strife; 

If you have had your daughter, ten, turn to you and ask, 

How come you're not a doctor, real, like the one that checks my class? 


If you borrowed to pay your income tax, and bought your car on time "oH 
And found that forty office calls would net you but a dime; 

If this outlines your problems; let me give you this advice: 

Skill yourself in other ways that yield a better price! 


One in ten of all your patients has a lesion of some sort, 
That can be fixed in just a jiffy if to surgery you'll resort. 
You need an eye to see with, and two old aging hands. 





You need a half a dozen instruments upon a Mayo stand. I E 
If there's a place a patient hates—a spot that worries you too, ! E 
Take her into surgery and I'll tell you what to do. : Et 
Take a knife, and cut it out, and send it to the lab. ON 
While you relax and sew it up, the two of you can gab. 3 y 
Your nurse can take the sutures out, and dress it once or twice. E 
The lab will tell you what it is, and the patient gets advice. us "o 

Submitted for publication Dec. 31, 1959, E z 
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You won't forget the psoriatic who said you were a gyp; 








"Who griped about the bill for months, and claims you are a drip. 


But the gal you took the lesion from goes forth to show the line ; 
Where you took that mean thing out, and joshed her all the time. 


The x-ray for the acne case is disallowed by his insurance. 
‘He asked a million questions to test out your endurance. 


"Got my dough from my Blue Cross today," says the lady, with a line. 
“The pay was bigger than your bill—could the overpay be mine?” 


That doctor he’s a real one—you know he cut that thing on Joe, 
We'll stand by him thru thick and thin tho’ he did it with a hoe. 
But the one that cured my dandruff under some pretentious name, 
Didn’t really get it well—they say that skin’s his game. 


The collector says the acne boy is never going to pay. 
Hell hang on to that five buck bill until his dying day. 
But the thirty bucks for surgery with a note of many thanks, 


| "Was slipped between the letters of the psoriatic cranks ! 


"E Q* 
- PE XU 
cs x 
EX. 
2 4 


This day I have not got the time to change the way of life. 
The plumber still gets better pay than I without my knife. 
The waitress will out do the nurse—you'll moan out to your wife 
How broke and tired and old you are unless you try a knife. 
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Clinical Notes, New Instruments and Techniques 





Kerion in Tinia Capitis Due to M. Audouini Treated — 


by Griseofulvin 


Report of Txwo Cases 


WILLIAM E. Mc DANIEL, M.D., Lexington, Ky. 


I have found no reference to kerion celsi reaction 
in tinia capitis cases due to Microsporum audouini 
treated with griseofulvin, and this may be with 
good reason. The pathogenesis of kerion is likely 
a reaction in the infected tissue to elaboration of 
altered protein by altered or destroyed fungus 
organisms or to combination of drug and altered 
protein (hapten). The tissue cells, thus damaged 
by the allergic reaction, are then additionally as- 
saulted by the skin bacterial flora, especially staphy- 
lococci. Blank and Roth, in their memorable paper 
presented before the American Academy of Der- 
matology meeting in December, 1958, reported that 
the beneficial effect of the systemically administered 
griseofulvin is accomplished as follows. The drug 
is incorporated into the newly formed horn of 
hair, skin, and nails, and in an incompletely under- 
stood way prevents utilization of this horn by 
the fungi, thus stopping the invasive process. There 
is no killing effect and no discernible alteration 
of the fungi by the drug, for Roth and Blank 
also discovered that when they washed off the 
griseofulvin from the fungi which had been stop- 
ped in their growth by being immersed in a rela- 
tively dilute solution, the washed fungi go right 
on living again as though they had not been ex- 
posed to the antibiotic. Furthermore, griseofulvin 
is a relatively simple chemical with no nitrogen in 
its structure, thus further lessening the chances 
for formation of allergenic protein complexes in 
the diseased tissue. 


Approximately 40 cases of tinia capitis caused 
by M. audouini have been or are being treated 
with griseofulvin at the Fayette County-Lexington 
Public Health Center dermatology clinic for in- 
digent patients, and 7 similar cases are being treated 
in private practice. Dosage has varied from 250- 
500 mg. bid. depending generally on the child's 
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E - 
p * 
* g 
Doct 
DO «s D M 
MEE 
= "N "m 
o EM 
= T TE 


E 
weight. To date there has been one case considered 
a failure; though definitely improved from on B 
when he had approximately 75% involvement, there 
are still widespread fluorescent hairs despite ox er 
four months of continuous therapy. To date * all a 
other cases have become Wood's light negative . 
in 10 weeks or less, usually in 5 to 7 weeks. There | 
has been defaulting on therapy by few familie es, 


surprising with an oral medicant. 


Recently two brothers, Negroes, ages 2 and 3 
the younger with a single 1.5 cm. patch. on the — 
right occiput and the older with a 5X6 cm. potchag 
on the central portion of the occiput and a 2 cm. 
satellite patch to each side, developed tenderness 
redness, swelling, oozing, and crusting in the area e 
of infection after 314 weeks on griseofulvin, Dd 
mg. tid. They started on therapy simultaneouslv 
and the kerion reaction developed in each within s 
24 hours of the other. Fluorescent hairs were still 
visible in both cases, so griseofulvin was continued . 
and hot saline compresses ti.d. prescribed. After | 
five weeks on griseofulvin, the 2-year-old with | E 
the solitary small patch was Wood's light negativen 
and the kerion was about 5096 cleared. The 3-year- - 
old with more extensive involvement still showed | 
one area of fluorescent hairs. The kerion reaction | E 
in this case was subsiding also, though less rapidly. M 
No topical therapy was used prior to the kerion - 
reaction in either case. How often kerion may - 
occur in untreated cases of tinia capitis due to M. E 
audouini is unknown to me, but it must bea rather — — 
uncommon occurrence. Against it being nondrug- E 
related in these two cases is that the duration of 
the disease was obviously considerably longer in | 
the older brother with the more extensive involve- | a 
ment, yet the kerion reaction developed in the two. | 
brothers withan 24 hours of one another, both - 
having started on the drug simultaneously some - 
25 days earlier. Er. 
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Eo * The patient was a 5-year-old girl who was first 
AME seen in August of 1959 by Dr. Robert Chapman 
4 _ of Brawley, Calif. 

i b Hg. He made a clinical diagnosis of ringworm of the 

Eo and prescribed griseofulvin in doses of 250 
y mg. three times a day. One week later there 
E. e Fa a severe dermatitis. 

Dr. Chapman referred the child to me and when 
vH saw her on Sept. 3 there was present a severe 
eruption of the scalp, neck, arms, and legs. This 
pes roughly symmetrical and consisted of a diffuse 

thema with edema, vesiculation, and scaling. 

EM With soothing therapy and discontinuance of 
H riseofulvin the eruption quieted down in about 
^ three weeks. Local fungicides were begun in the 

A. EI slp on Sept. 30. 

_ Cultures for fungi were negative on Sept. 3 and 
ept. 30. 


K pon" 
$ Submitted for publication Dec. 1, 1959. 
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3 Allergic Reaction to Griseofulvin 


When the acute dermatitis subsided the scalp 
eruption was quite compatible with a diagnosis 
of tinea capitis, although laboratory data failed 
to confirm this. 

On November 4, by which time all areas had 
healed except for the partial alopecia in the scalp, 
the child was given 14 tablet (125 mg.) of griseo- 
fulvin. Within five hours she developed a mild 
eruption of the previously affected areas. 

When seen on Nov. 25 the child was clinically 
well except for still having some alopecia. 

It seems almost inevitable that there will be 
reaction to any new medicine. Considering the wide 
use of griseofulvin it is perhaps surprising that 
there have not been more reports of dermatitis 
following its use. 


4533 College Ave. (15). 


ae | Manuscript Change 
In the June 1960 issue of the ARCHIVES, page 1019, the legend for the picture should read: 
- Two patients with anhidrotic ectodermal dysplasia and normal brother. 
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Editorials 





How Much Is Too Much? 


If our readers are like the rest of the population they are probably 
divided into two camps. There are those who view with alarm the ulti- 
mate biologic effects of radiation and those who because of the pain 
associated with the acceptance of unpleasant fact choose to ignore or 
to minimize by rationalization the evidence presented to date. The fol- 
lowing letter may not make many of our readers switch camps, but 
should be read for its clear-cut presentation of new pertinent data. 

Those who would like to read more about this fascinating work may 
find the beautifully illustrated article by Puck in the April, 1960, 
Scientific American more available than the one in The American 
Naturalist quoted by Dr. Robinson. 


To The Editor: This letter is prompted by the recent publication of the 
forthright and authoritative comments on Radiation Hazards by Dr. John Caffey 
(Radiation Hazards in Diagnostic Radiology, Pediatrics 25:359, 1960). 


The readers will be familiar with the evidence in the literature on the hazards, - 


genetic and somatic, of ionizing radiation. It is, perhaps, pertinent at this time to 
mention some experimental data dealing with the mechanism of action of radiation 
in affecting intrinsic life processes. Only recently have tools for the quantitative 
and controlled study of these mechanisms become available. 


One of these is the ability to grow human cells singly in vitro under care- 
fully controlled conditions, which has made possible a study of the radiobiologic 
events which follow exposure of cells to ionizing radiation. Preliminary studies 
by Dr. T. T. Puck (The Action of Radiation on Mammalian Cells, Am. Naturalist 
94:95, 1960) have already indicated the cell as the important site of radiation 
injury, with its genetic structure, especially the chromosomes, being a primary 
target. A dose of only 20 r is sufficient under carefully specified conditions to 
produce an average of one visible chromosomal change (a "break") per normal 
human diploid cell in vitro. Larger doses produce more breaks and a variety of 
other chromosomal aberrations that establish without doubt the great vulnerability 
of human cells in vitro to x-ray. The human cells thus appear to be one of the 
most radiosensitive of all cells studied. 

Damage to mammalian chromosomes by ionizing radiation results in inhibition 
of cell reproduction. This may explain the delay in the appearance of the various 


manifestations of the radiation syndrome, since time is needed for the affected | 
cells to come to mitosis and then make evident their latent damage. It would also 


Reprinted from American Journal of Discases of Children, July, 1960. 
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explain dur the most A M multiplying edis. e.g., those of bone marrow, p 
Eileen. intestinal mucous membrane, appear to be affected first. | | 
Chromosomal breaks reseal rapidly. The one major exception is a break oc- 
c curring in a spermatozoon ; this may not reunite until after the sperm has fertilized 
an ovum (Russell, W. L., in Radiation Biology, edited by A. Hollaender, New 
E Bu York, McGraw-Hill Book Company, Inc., 1954, p. 847). As a result of this, and 
x od order to diminish the likelihood of a damaged sperm fertilizing an ovum, it is 4 
believed that patients should be advised to avoid conception for a period of two — 
"d months after the male gonad has been exposed to radiation. Ge a 
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ARTHUR Ropinson, M.D. e. on vas 
Assistant Professor of Biophysics and Pediatrics ken 
Florence R. Sabin Laboratories * E. 
University of Colorado . "S. aS 
School of Medicine, ; rin SS p 
Denver. i 








The New, Newer, and Newest | X 


"Grow old along with me! 
The best is yet to be, 
The last of life, for which the first was made." 










—Browning o 


In July, Marion Sulzberger was retired from the chairmanship of the Department of Derma- t Fe 
tology, both at New York University School of Medicine and the New York Post-Graduate 
Medical School to become Professor Emeritus at both institutions. rat, 
This month Stephen Rothman completes his tenure as Chairman at the University of Chicago. — | 
In both cases retirement was mandatory because of institutional policies, for each has attained — - 
an age when, according to administrative heirarchy, retirement as head of a department is^" 
desirable. COM 
Fortunately for dermatology, they relinquish only their administrative positions. Both are — 
men of vigor and spirit whose interest in dermatology will not diminish. In fact, Rothman 
will be associated as Consultant in Dermatology to the Argonne Cancer Hospital, a unit of Es 
the Atomic Energy Commission, which is located on the University of Chicago campus. - E 
Allan Lorincz, student and close associate of Rothman's, succeeds him as Chairman—a very -— p. 
popular choice in everyone's opinion. "x. 
SE Norman D. Asel was appointed the Professor of Dermatology at the University of Missouri 
E Medical Center, Columbia, Mo. a 
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i | . Donald H. Williams, the dead-pan wit whose writings we have long enjoyed, is to become ~ 
E ; full-time head of a new department of Continuing Medical Education at the University of — 
K: British Columbia. , ae 
j A Notice! Now that the Council on Medical Education and Hospitals of the A.M.A. has E 
pU eu, discontinued its list of foreign medical schools that give training comparable to that in the E 
EL United States and Canada, the Board of Dermatology will require all graduates of foreign — 


medical schools who plan to practice in either the United States or Canada to first 
and 2 of the National Board of Medical Examiners. 
. When asked to discuss a case which had been presented so ex 
-~ to be said, Marvin Brodey rose to the occasion with: ET. 
“If she has a liver, spleen, and spots, wi LE 
You'd do well to rub the dots. a 
Then you'd diagnose with ease, 
VAM Systemic mast cell disease." 


2 3 
Dor Leon Goldman will address the Society of Cosmetic Chemists in November on Dihydroxy- 
EN 


|. acetone, At the recent exhibition of the American Physicians Art Association at the A.M.A. 
- convention, he received the second prize award in sculpture and third prize in black-and-white 


pass Parts 1.— % 
2 TEMERE 


. Lr SOR 
pertly as to leave nothing more p 
> vl S 


Lt 









, | photography. we 
ES 4^ /.  . The “Rhinoceros and Eland Habitat Group," a new major exhibit at the Los Angeles > 
BN. s County Museum Exposition Park, was collected by Henry G. Morgan, dermatologist, not the — m 


2 comedian, of Los Angeles on an East African Expedition in 1956. 
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EC Correspondence 
E. COLLOID DEGENERATION OF THE SKIN 
EC To the Editor:—In the paper by Guin and Seale, “Colloid Degeneration of the Skin," 


NM. 

T AMA. Anc. DERMAT. 80:533, 1959, there is reference to a previous paper by S. F. Becker 
*— and me (Becker, S. F., and Wilson, H. T. H.: “Colloid Milium: A Vitamin Deficiency Dis- 
= ease," Brit. J. Dermat. 68:345, 1956). 


3 wo . The title on our paper was, in fact, “Colloid Milium.” It was concerned with the chemistry 
ie of the colloid, and we do not believe that this condition is a vitamin deficiency disease. 


E Harotp T. H. Witson, M.D., M.R.C.P. 
‘7 19, Devonshire St., London W. 1, England 


PSYCHOLOGIC ASPECTS OF ALLERGY 


To the Editor: In an article published in June, 1959 (Psychologic Aspects of Allergy, 
A. M. A. Arcu. DEeRMAT. 79:685 [June] 1959) I stated that I had heard of no attempts to 
confirm or refute Charpy's 1953 claim that dinitrochlorbenzene sensitivity could be induced 
in the guinea pig's skin by application of the chemical to any part of the afferent nervous 
pathway up to and including the cerebral cortex. 

Dr. E. Lipman Cohen of London has kindly put me onto an appropriate reference. In a 
— symposium volume entitled Le Mécanisme Physiopathologique de l'Eczéma, edited by Jacques 
Charpy and published by Masson in Paris in 1954, Prof. Guido Miescher states clearly on 
page 187 that he tried to reproduce this phenomenon and failed completely every time. 

Harry L. AmgNorD JR, M.D. 
Straub Clinic 
Honolulu 


ANTIBACTERIAL ACTIVITY OF WEAK SOLUTIONS OF ALUMINUM SALTS 


To the Editor: lt has been pointed out to me that there is a sentence in the paper of 
mine in the April issue of the ARCHIVES (Blank, I. H., and Dawes, R. K.: A.M.A. ARCH. 
DerMAT. 81:565, 1960) which is wrong scientifically. This is the last complete sentence 
on page 565. It reads, "Since the net negative charge on protein increases on the acid side 
of its isoelectrical point, one might expect combination with aluminum to increase as the pH 
decreases.” This sentence should read as follows: , 

Since the net negative charge on a protein decreases as the protein is acidified, 
one might expect combination with the positively charged aluminum ion to decrease 
as the pH decreases. 

Sincerely yours, 

Irvin H. BLANK, Ph.D. 
Associate in Dermatology 
Harvard Medical School, 
Boston 


2.5-DIHYDROXYPHENYLPYRUVIC ACID AND COLLAGEN DISEASES 


To the Editor: In March a paper was published in the A.M.A. ARCHIVES OF DERMATOLOGY 
on the subject of defective protein metabolism in collagen diseases (Tye, M. J., et ak: 2,5- 
Dihydroxyphenylpyruvic Acid and Collagen Diseases, A.M.A. Arco. Dermat. 81:447, 1960). 
It described the failure of the authors to confirm the presence of urinary 2,5-dihydroxy- 
phenylpyruvic acid as originally described by Nishimura. 
Ven However, by using a slightlw modified technique, a group of French investigators recently 
ES confirmed the Japanese findings (Bulletin de la Société francaise de dermatologie, No. 4, 
October, 1959). 

I feel that an interest in this line of research should be kept alive. 
Yours truly, 
EU A. R. WirLrIAMSON, M.D. 
! Rock Island, Ill. 
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Obituaries » 





ANDREW H. MONTGOMERY, M.D. E 
1875-1960 


Andrew Harp Montgomery died at his residence in Forest Hills, N.Y., March 
18, 1960. When he retired from active practice in October, 1956, he was Professor Be. 
of Dermatology and Syphilology at the New York Polyclinic Medical School M 
and Hospital. E 
Dr. Montgomery was born in Dubuque, Iowa, December 25, 1875, and moved x 
at the age of five with his parents to Brantford, Ontario, which i. 


‘as a frontier IS 
type of village on the edge of an Indian Reservation. He attended the Brantford x 


ANDREW H. MONTGOMERY, M.D. 
1875-1950 


public schools and then entered the University of T6ronto, from which he was 
graduated in 1898. The previous year he visited his ancestral villages in Scotland 
and while there became interested in medicine. He entered the Faculty of Medicine 
of Toronto University and was graduated in 1901. He received his license to 
practice medicine in Ontario, Saskatchewan, and the Northwest Territory that 
: same year. In 1902 he received an appointment as "Anatomy Instructor" at 


179/429 









v. { i ; TYREN 
one ee pach shes X ou 


H^ UT oiu da A dr E D tS pa $: d Teu TANE 
E | i - “ARCHIVES. OF Ryo uie ve PTUS 
ES ddr 
E Cornell University. He then took his examination for his medical license in New o E 
; z | York and was awarded it with a Diploma with Honors. E 
pP. In 1904 he received an official appointment as clinical assistant at the New York 2 


x Polyclinic Medical School and Hospital and began a dermatologic career that was 
$ E. to last. for 56 years. At Polyclinic he served with Dr. Edward Bromson, Dr. 
; Andrew Robinson, Dr. John Fordyce and Dr. Frederick Dillingham. By 1930 
— he was Clinical Professor of Dermatology. In 1944 he became a full professor at 
2 E Polyclinic and in 1951 he was awarded the New York State Medical Society award 
2 EN the Golden Anniversary Diploma. He became a Diplomate of the American 
— Board of Dermatology and Syphilology in 1938. 
When the First Institute of Podiatry was organized in 1913, Dr. Montgomery 
A was selected to head the dermatology department, a post he continued to hold i 
. . until his retirement. He became interested in skin lesions on the feet, especially 3 
E pow He did the original work on a type of plantar wart which he described 
. . and named “mosaic warts.” The treatment he developed is still followed with p 
E^ . excellent results. ^ 
ge an Y Teaching was a great interest to Dr. Montgomery and he is remembered with 
affection by his dermatology students both at Polyclinic and the Podiatry College. 


* P Be took an uncommon interest in his students and counselled them not only on their — E 
m medical techniques, but on their patient-doctor contacts. To the student who — ~ 
BT. ds faltering, Dr. Montgomery was a pillar of strength; to the student who was *" 
| — brash or prematurely confident or inconsiderate to a ds patient, a simple dry com- T 

: 4 | E ment would correct the situation. p 
ET He was greatly helped by his wife the former Leila Peers of Woodstock, UE a 
a a! Ontario, whom he married in 1903. They had two sons, Andrew Peers of Phila- SA 
E. delphia, and Royal M., who joined his father in the practice of dermatology in 

. 1932. 

É DANIEL HYMAN : 
Er | Suffern, N.Y. d 
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KURT WIENER, M.D. : E. 
1891-1960 : d 


| & 25 ET 
Dr. Kurt Wiener, 68, died at his home in Whitefish Bay, a suburb of Milwaukee, . zn s 
on Friday, May 6, 1960. He suffered from chronic leukemia and had retired from E 
active practice several months before his death. He was attending dermatologist | 
at Mount Sinai Hospital, Deaconess Hospital, and Saint Michael's Hospital, PA 
Milwaukee. 
Dr. Wiener was born near Breslau, Germany (now Wroclaw, Poland), Septem- 
ber 6, 1891. He attended Breslau University majoring in zoology and minored“ 
in botany. While a student he had received a scholarship to make a summer 


KURT WIENER, M.D. 
1891-1960 


zoological and botanical study at Trieste and the following summer a scholarship 
to join a scientific expedition to the island of Corsica. Subsequently he attended 
the University of Breslau Medical School and was graduated in 1915. He taught 
dermatology and venereal diseases at the Academy of Public Health at Breslau, 
a government institution for training public health officers. From 1926 until 1936 
he was in charge of the venereal disease and skin clinic for the city of Breslau. 


In 1936 Dr. Wiener came to the United States, settling in Milwaukee, and was 
licensed to practice in Wisconsin in 1937, 
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Dr. Wiener was a man of unusually wide and varied cultural interests although 
his chief literary contributions have been on dermatology and botany. His text- 
book on "Skin Manifestations of Internal Disorders" published in 1947 has been 
widely acknowledged as a most excellent treatise. A second textbook published 
in 1955 on "Systemic Associations and Treatment of Skin Diseases" dealt with 
the systemic phenomena associated with skin diseases, and there was some over- 
lapping of the material contained in his first book. The latter part of the book 
covered systemic therapy as related to dermatology and included a short chapter 
on unorthodox methods. A third book on which he was working despite his 
illness and which he had hoped to finish before his death concerned the differential 
diagnoses of skin diseases based on the clue system as employed in botany and 
was to include charts and pictures especially designed for the general practitioner. 

Other dermatological writings included a text in German on sex glands and 
skin disease (1925) and a translation from German to English of “General 
Diagnosis and Therapy of Skin Diseases" by Dr. Hermann Siemans, professor 
of dermatology at the University of Leyden, Holland. 

His contributions to botany included a botanical guide for the island of Capri 
in German published in 1934 and a guide book on flowers in Estabrook Park, 
Milwaukee, published by the Milwaukee Journal in 1948. He also wrote a hand- 
book for the American traveler on European plants and another on European 


gardens. His interest in painting took him to many of the famous art institutes 


throughout the United States, Europe, and Mexico, and he photographed in color 
some 5,000 paintings hung in various art museums. Looking for evidence of when 
American plants were taken to Europe he found North American flowers in a 
1620 Spanish painting. He frequently lectured to lay groups on botany and on 
painting using his numerous colored slides to illustrate his talks. 

Dr. Wiener's enthusiasm, many interests, and tremendous energy were a 
source of admiration to his medical colleagues. His ability to focus attention on 
the essential points in his lectures, writings, and discussions was perhaps the 
secret of his ability to accomplish so much and in addition to carry on a large 
active clinical practice plus finding the time for travel. Dr. Wiener had a gracious 
personality and was most inspiring to be with. He was an active member and 
former president of the Wisconsin Dermatological Society. His discussions of 
cases were always worthwhile. While his first few years in practice were difficult 
times for him, he soon accommodated himself to American standards in the 
practice of medicine which he found somewhat different than those of his native 
Germany. | 

In 1917 Dr. Wiener married Marie Grunberg, a physician in active practice in 
Breslau as an ear, nose, and throat specialist. She gave up her medical career 
on moving to the United States. The afternoon of Dr. Wiener’s death she suffered 
a mild cerebral vascular accident. Surviving besides Mrs. Wiener are three 
married daughters and a brother, Dr. Fritz Wiener, retired professor of philology 
at the University of Liverpool, England. 

Dr. Wiener lived a studious, extremely active life without ostentation, but in 
his quiet way contributed nfuch to the world he lived in. He will be sorely missed 
by his medical colleagues as well as by his numerous friends outside the realm 
of medicine. 

Mavrice J. Reuter, M.D. 
324 East Wisconsin Ave. 
Milwaukee (2) 
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Society Transactions 





CHICAGO DERMATOLOGICAL SOCIETY 


Leon Goldman, M.D., President 
Frederick J. Szymanski, M.D., Secretary 


Jan. 20, 1960 


Sporotrichosis. Presented (by invitation) by 
Dr. Rocer W. Pearson and Dr. Ricuamp S. 
GOODMAN. 


Discussion 


Dr. THEODORE CorNBLEET: The various cutaneous 
forms of sporotrichosis, in contrast to the systemic 
infection, all respond to the administration of 
iodides. This response like that of gummas in 
syphilis is undoubtedly a nonspecific one. It has 
been reported that cultures of Sporotrichum 
schenkii are inhibited by griseofulvin, though the 
antibiotic is without influence in vivo. We have 
not corroborated this. Our efforts to stain the 
sporotrichum in tissue have been fruitless; thus 
far, the only sure way to demonstrate the or- 
ganism is by culture. 

Dr. IRENE NEUHAUSER: Did this man have 
folliculitis before the therapy was started? If he 
did, the presenters are to be congratulated for 
making the diagnosis. We frequently see patients 
in the office with pyoderma associated with lym- 
phangitis who present a similar clinical picture. 


Dr. N. D. Ricar, Cincinnati (by invita- 
tion): In the files of the Ohio Pathological 
Society there is a slide of sporotrichosis with a 
pathologic picture resembling histoplasmosis ; huge 
areas with histiocytes filled with organisms, which 
on hematoxylin and eosin stain would be diagnosed 
by any microscopic observer as histoplasmosis. This 
is the first time I have ever seen it. 


Dr. HERMANN Prnkus, Detroit: I would like 
to comment on the asteroid spores that are found 
in cases of sporotrichosis. I had occasion to do 
periodic acid-Schiff stain on one such case and 
it was interesting to see that the central spore 
itself gave the PAS stain similar to the capsule 
of other fungus spores, but the peripheral rays 
stained green with the counterstain. That supports 
Moore's conclusion that this material is not capsule 
material but is formed by the host. One of the 
spores also exhibited budding. The elongated bud 
would have resembled a ray with the hematoxylin 
and eosin stain. With PAS it stained red while 
all the other rays were green. 


Submitted for publication June 7, 1960. 





Psoriasis and Pseudopelade. Presented (by i | 
vitation) by Dr. Yetva L. LvNFIELD. B 


This 70-year-old white widow has had psoriasis. ch 
for 16 years, treated intermittently at the Uni- Bs 
versity of Chicago Clinics since 1953. Response = 
to ointments containing tar or ammoniated mercury au 
and salicyclic acid and to ultraviolet light was - 3 
good. The only x-ray therapy she received was 
in 1952, to the arms. MN 

In September, 1959, she noticed mild pruritus, 5 
scaling, and hair loss on her scalp. She attributed ud 
this to psoriasis, which had on some previous oc- s 
casions involved her scalp. However, she became - 
concerned about a patch of alopecia which appeared - E 
on the crown of her head. By E 

When this area was examined in December, 
1959, a poorly circumscribed, irregular 8X10 em. T 
atrophic patch, bald except for a few scattered - A 

E ho o 
hairs, was seen. Throughout the scalp, but most .- x 
prominent on the borders of the alopecia, were 
small, salmon-colored, flat, palpable lesions covered _ 4 
by adherent yellow scales. No dilated or plugged“ ` 5 
follicles and no pustules were seen. si 


T 


The remainder of her skin was normal, except T. 


for plaques of psoriasis on each elbow, and two . E 
pitted, irregularly thickened fingernails. 


Laboratory examinations were as follows : smod BRS- 
hair and scales were negative for fungi on direct 
examination and culture. E". 

Two scalp biopsies are presented. One, of an 
actively scaling patch, resembles psoriasis histo- var 
logically. The other, of an atrophic patch, is not E. 
diagnostic but does show atrophy histologically. D 


Ets 

Discussion o3 ; 

E 

Dr. Cart W. LayMon, Minneapolis: One hesi- ~ ue 

tates to make two different diagnoses in one case, "PME 
but in this particular instance I think that the * : 

diagnoses are acceptable. In spite of the fact that — — 
most texts say *that psoriasis never causes alopecia, — 4 
e 

I think that there is a rare cicatricial form which = 
does. I think that cultures should be made in M 


this case to help to rule out favus or some other . . 
type of fungus infection. As far as the histologic — . 
findings are concerned, the section from the area  — 5 


of psoriasis was compatible with such a diagnosis, hes 
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but the section from the area of alopecia showed 

— nothing that could be interpreted as pseudopelade. 

— DR. M. R. Caro: I agree with both the presenter 

3 and Dr. Laymon that there is no question about 

- the diagnosis of the lesions away from the scalp. 

E ‘I do not think, however, that the scalp shows 

either the clinical or the histologic findings of 

E psoriasis. What it is, I do not know. Neither 

— does it show the features that I have associated 

with pseudopelade, for there is not the "íoot- 

- prints in the snow" type of lesion in the scalp. 

— ] think this patient may in time belong to a group 

that is increasing, that is, women who are losing 

Conr hair. at a fairly rapid rate with a scalp that 

becomes. dry and scaly and shows a hair loss 

. especially in the frontal area. At the recent meet- 

_ ing of the Academy, at our luncheon round table 

— I asked whether anyone had seen this condition, 

a and many of those present had seen its occurrence 

in young women with rapid loss of hair in the 
ponent region, while others said they had not. 


Dx Ricard M. Ouver: After hearing what 
P n Laymon said about a cicatrizing type of 
E. | psoriasis, I am a little hesitant to speak. I have 
_ two patients currently whom I have observed for 
dra period of years, both of whom appeared to 
have a classical discoid lupus erythematosus of 
= the scalp with psoriasis lesions on the rest of the 
E P I wonder if I should perform a biopsy to 
| : find out if the scalp lesions are psoriasis with 
scarring. 
Dr. Yetva L. Lynrietp (by invitation): In 
A . answer to Dr. Laymon, we did examine the hairs 
x and scales twice for fungi, both directly and by 
E ~~ culture. I would like to point out that both the 
D The one 


+ 83 


B 3%. 


p biopsy specimens were from the scalp. 
which everybody agreed was psoriasis was taken 


A S . from the scaly part of the scalp lesion. The other. 


one, from the patch of alopecia, looks like normal 
- glabrous skin histologically but not like normal 


P = scalp. 

B : i 

= Metastatic Cutaneous Carcinoma (Breast). Pre- 
ET. sented by Dr, Orro C. SrEGMArER, Davenport, 
OM Iowa. 

E A white woman, aged 61, had a bilateral 


mastectomy for carcinomata of the breasts and 
- . a right axillary resection at Mayo Clinic in Feb- 
- . ruary, 1954. 

Following the operation, edema of the right 
arm developed, which has slowly progressed. In 
April, 1959, she returned to the clinic because of 
-.- redness and thickening of the chest wall. Biopsy 

— . of the skin at that time revealed metastatic adeno- 
carcinomata. X-ray therapy was administered to 
the chest wall. 

E Patient returned to Rochester in August, 1959. 
.. . Roentgenograms of the various bones revealed 
osteolytic and osteoplastic metastatic deposits ; 
roentgenograms of the chest also revealed metas- 
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d wrist were present in August 
is not clear; ! owever, the patient stated that the 
pink cutaneous lesions. which developed initially 
on the chest have spread to the arm within the 
past few weeks and new lesions have appeared 
under the left eye, right side of the neck, and 
both sides of the trunk. 

On examination the patient presents an amastic 
brawny thorax, with massive edema of the entire 
right fore-extremity. The right midarm measures 
15 in. in circumference, while the left measures 
1015 in. The right mid-forearm measures 15 in. 
in comparison with 914 in. on the left. 

The skin on the anterior portion of the chest 
is pigmented and indurated, and on the borders 
of the hyperpigmented plaque extending around 
to the back are satellite red, indurated, painless 
papular lesions varying in size from 1 to 3 cm. ^a 
The centers of the lesions are firm. A 
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The right upper extremity is also studded with 
red indurated lesions, which are discrete around 
the wrist but which are confluent on the upper 
portion of the arm. The entire upper arm Is in- 
durated and brawny. Satellite lesions appear under 
the left eye and on the right side of the neck. 
No lesions appear in the central portion of the 
back, on the left upper extremity or below the 
waist. 

Biopsy: Biopsy of a pink erythema multiforme 
type of lesion of the wrist was diagnosed by Dr. 
F. J. Szymanski as metastatic carcinoma. Through - 
the courtesy of Dr. Harold Perry, slides from 
the Mayo Clinic are also being exhibited. 


DURS uo 


Discussion 


Dr. STEPHEN RorHMAN: The remarkable fea- d 
ture in this case is the presence of rounded, well- a 
circumscribed infiltrates with slightly depressed 
centers. It seems that in contrast to cancer en 
cuirasse, where the malignant cells spread along 
most superficial lymph spaces, in this case cells 
have entered into major lymph vessels and single 
metastatic tumors have developed around the 
vessels without further spread into the neighbor- 
hood. Maybe Dr. Pinkus could tell us something 
about the development of local immunity in such 
cases which hinders unlimited spread. 


Dr. HERMANN Pinkus, Monroe, Mich.: Thank 
you, Dr. Rothman, for your confidence. I have . 
nothing to offer except being puzzled by the fea- 
ture that on the thorax the lesions are diffuse 
but on the arm individual nodules can be dis- 
cerned. 

Dr. M. PauL Lazar: Four years ago I pre- 
sented a patient here with an annular type of 
erythema on the chest associated with a car- 
cinoma arising in a sebaceous cyst on the back. 
The pathologic slides showed in some areas car- 
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© cells, Subsequently, radiation was administered to 


~ just the area of the axillary glands that were 
- . involved. Local resection of the carcinoma was 
— . done and no treatment was given to the area of 
the annular erythem which extended all around 
the chest. Following this treatment all the annular 
erythema disappeared. Subsequently, 10 months 
later, he had a recurrence of his carcinoma and 
with it a recurrence of the annular erythema. 
At postmortem examination he was found to have 
carcinoma not only in the areas of erythema but 
— also in the axillary glands and elsewhere in the 
74 body. Dr. Rattner has a patient who had a breast 
- carcinoma which was removed six years ago, and, 
although she has no evidence of carcinoma else- 
. where, she does get periodically lesions in the 
skin, many of which have been biopsied. There 
are definite carcinoma cells present, but there 
~ have been times when the pathologist thought 
fr they were leukemia cells. Dr. Saphir of Michael 
Reese Hospital said he had seen many of these, 
so there must be some immunological change or 
other body reaction which creates the erythema 
and some other reactions we see. Undoubtedly, 
there must be metastases which are destroyed or 
create some type of body reaction to give the 
type of case we presented or the picture seen 
in this particular case. 
Dr. N. D. RicurizELD, Cincinnati (bv invita- 
tion) : The interesting thing morphologically about 
this lesion, and we see it in other parts of the 
body, is the nature of the neoplastic cell. I assure 
you it is very small, very pyknotic, has a very 
; dense chromatin, and is usually misshaped. This 
is the type of cell usually associated with sclerosing 
metastases, not only in lesions from the breast, 
but in lesions of the stomach, so-called linitis 
=e plastica or water-bottle carcinoma of the stomach, 
the dense, sclerotic viscus infiltrated by small cells. 
There must be something in the biology of the 
neoplasm which creates this type of reaction pat- 
tern in the host. I do not know exactly what that 
would be, but it would be interesting to track 
it down. 
Dr. Orro StecMater, Davenport, Iowa: This 
patient exemplifies the variety of cutaneous lesions 
which metastatic carcinoma can produce. Tillotson 
and Leavell in the ARCHIVES OF DERMATOLOGY, 
1951 (Metastatic Cutaneous Carcinoma from 
if Breast: Clinical and Pathologic Study of Case 

Showing Three Types of Lesions, A.M.A. ARCH. 
Dermat. & Sypu. 64:774-782 [Dec.] 1951) divide 
| _ the skin manifestations of carcinoma of the breast 
into four main types and they correlate the histo- 
pathologic variations with the clinical variations. 
. In this patient both the erythema multiforme type 
1 lesions on the breast and the brawny type of 
lesions on the chest show an identical histologic 
- picture. We also presented this patient initially 
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with the possibility that Ls may have a post- 
mastectomy lymphosarcoma, which, of course, sl e 
does not have. 
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Pemphigus Foliaceus. Presented by Dm. A 
FRED B. FALK and Dr. STEFAN BIELINSK 
and (by invitation) Dr. I. Grext. : 
A 41-year-old woman was known to have 

pemphigus vulgaris since 1956. She has had sever 

exacerbations with bullous lesions which 1 a 

been ‘well controlled with steroids. K 5 
Six months ago she developed another eruption. | 

She was getting Decadron but she discontinued Y 

the treatment without medical advice. The skin — 

became worse and at this time she developed very y A 

small flat vesicles, which dried, leaving a c: 

surface. a 
She was admitted to Cook County Hospital on 

Dec. 23, 1959. On admission she was afebrile and 

her general condition was good. She Present ed E 

a generalized exfoliative eruption of the skin w ith a 

involvement of palms and soles. There were | 

patches of hyperpigmented, flat, verrucous lesions - 
irregularly distributed. No bullous lésions were — 


seen. The mucous membranes were clear. Bc 


Biopsy from the forearm is presented. White. 
blood count was 17,000. Ee e. 


Discussion | "5 E 
Dr. T. Furrapo (by invitation) : I thui: ihis is 4 
a case of pemphigus foliaceus like that I have seen | 
before in this country, in Los Angeles, New York, - 
and here, and exactly the same form as we see in- 
Brazil and that has been called fogo selvagem, or . D 
Brazilian pemphigus. I think they are exactly the 2% 
same disease. Early we see bullous lesions but |. 
later we see just these types of lesions, such as 
exfoliation and verruciform elements. The biopsy - 
presented today does not show the acantholytic .— ' 
bulla; however, we saw high up in the epidermis E | 
a "UM acantholytic cells in the granular layer such | 
as occur in cases of Brazilian pemphigus foliaceus. 
I showed this change in an article that was pub- - ic 
lished in the July, 1959, issue of the AMA. — 
ARCHIVES OF DERMATOLOGY, in which I reviewed 
about 200 histopathological sections of pemphigus 3 
foliaceus. I believe this is exactly what we have in EE - 


M ` ^ 
ons 
Eu 





my country, and I do not think there is a distinction — Bo: 
between pemphigus foliaceus as described by E 
Cazenave and pemphigus foliaceus as it occurs in P4 


Brazil and here. l 

In 14 years of dermatological practice I have pa: 
seen only one case of pemphigus vulgaris in my 3 
country. I hafe seen many cases in the three ——— 
years I have spent here. This is one of the S 
problems of geographical distribution in derma- _ 
tology. 

As to etiology, some research has been done. 
Dr. Grace of this country wrote a paper on virus — — 
causation. In my country they have published a E 
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-. couple of articles on virus etiology, mainly on the 
¿subacute type of bullous infection. There has 
— — been no further confirmation. 
E Dr. Leon GorpMAN, Cincinnati: An appeal was 
f * made to the Rockefeller Foundation to study 
Brazilian pemphigus in a very critical epidemiologic 
w " fashion, since this is the only focus of its kind 
in the world. There is some idea that this focus is 
= "spreading" to adjacent countries. As I understand, 
there have been no recent detailed epidemiologic 
* > studies. Our own study was to be on the possi- 
ES  bility of heavy metal poisoning because of the 
. geography of this focus. Incidentally, many of 
these patients look as though they had old- 
. fashioned arsenical exfoliative dermatitis. How- 
a d | €ver, those working in Brazilian pemphigus found 
| many obvious faults with this theory, so we were 
. unable to do any studies. The mosquito vector was 
the most popular agent when I was there. As 
3 x — Dr. Furtado said, however, it has not been con- 
firmed by very careful investigators. 
eit Dr. THEODORE CorNBLEET: My impression from 
reading is that the Brazilian pemphigus foliaceus 
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> here at Cook County Hospital, pemphigus foliaceus 
s - goes on a long time and is relatively benign. I 
^" D . know of two cases fully accepted as such for 


& 15s years by this Society who apparently recovered. 
Geography - may make a difference. 


E Dr. IRENE NEUHAUSER: I agree with Dr. 
E Furtado that, if this patient were presented in 
-= Brazil, she would be presented as having fogo 







osen In Brazil considerable emphasis seems 
to be placed on the odor associated with this 
disease and a great deal of therapeutic effort has 
x d been directed toward combatting the odor, which 
E. Eris very offensive to the patients as well as those 
. around him. Before I was near enough to this 
Mg patient to examine her I detected the characteristic 
= odor of fogo selvagem or pemphigus foliaceus. 
Dr. AtLtan L. Lortnez: I wonder whether 
the incidence of pemphigus foliaceus is really 
higher in Brazil than elsewhere. I have heard that 
in Brazil pemphigus has been rather popularized 
» as a disease somewhat like poliomyelitis has been in 
© our country, so that a few special hospitals have 
~. Þþeen established and are maintained solely for the 
management of this disease. Patients from all over 
--— . Brazil who have pemphigus are collected in these 
^ — e few institutions, and this has been said to give 
visitors the probably erroneous impression of a 
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"ud high general incidence of pemphigus in that 
b country. 
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- hasa poor prognosis. Judging from our experience | 


DRT, ee In the first place, I would like - 
to say that I am not an expert on pemphigus. I 


have only made a study of the histopathology. I 
will try to answer the questions. 


Dr. 


the prognosis varies. 


Cornbleet asked about prognosis. 
We have a forme fruste of 
pemphigus foliaceus. The lesions look much like 
pemphigus erythematosus (Senear-Usher); then 
they either remain stationary or develop into this 
type. Sometimes the patients get worse and worse 
and die. On the contrary, many cases. recovered 
even before the steroid era. 


I cannot answer what Dr. Rothman said about 
Cazenave type, because I have never seen pemphigus 


as it occurs in Europe. However, from the classical- 


descriptions I think it is the same as the pemphigus 
foliaceus that you see here. In some patients the 
disease runs a chronic course and lasts many 
vears. [ was informed recently that one of the 
patients I saw in Bellevue Hospital in 1952 is still 
there. Other patients would go into a serious phase 
and die. Nowadays with steroids we can prevent 
that and keep them under control for a long time, 
as with other forms of pemphigus. 


As to the odor, it seems to be largely due to 
the blister formation, exfoliation, and intense ex- 
udation that occurs. I do not know the true inci- 
dence in Brazil. However, we have a couple of 
hospitals that accept only patients affected with 
the disease, providing free medical care, therefore 
attracting a large number of cases. 


Dr. Leon GorpMAN: There are many cases of 
pemphigus foliaceus in children in Brazil. I 
wonder how many of you have ever seen such in 
children here in the United States? Also, in this 
case today there were also mucous membrane 
lesions, which is also quite characteristic of 
Brazilian pemphigus. I agree with Dr. Furtado that 
this woman's picture is no different from what is 
seen in Brazil. 


Generalized Morphea. 
WEICHSELBAUM. fT 


Presented by Dr. Pavur K. 


Coup de Sabre (Localized Scleroderma). Presented by 
Dr. THEODORE CoRNBLEET and (by invitation) Dm. 
CHESTER L. KROLL. 

Hemangioma Associated with Imperforate Anus and 
Rectovaginal Fistula. Presented by Dr. ALFRED B. FALK, 
Dr. STEFAN BIELINSKI, and (by invitation) Dr. R. 
BERNSTEIN. 

Systemic Lupus Erythematosus with Gangrene of Toes. 


Presented by Dr. THEODORE CorNBLEET and (by invita- - 


tion) Dr. I. GIGLI. 


+Dr. Weichselbaum died Feb. 19, 1960. 
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` 
Granuloma Faciale Treated with Intradermal 
Dexamethasone (Deronil). Presented by DR. 
Faye D. ARUNDELL and Dr. KexNETH H. Bur- 
. DICK. 


A 39-year-old white housewife was first seen in 
the Cleveland Clinic on April 1, 1959, She com- 
plained of two asymptomatic red spots on her face. 
The one on her right cheek had appeared during 
autumn of 1957. This had gradually increased in 
size and become darker in color. The lesion on the 
left cheek had appeared during the summer o: 
1958. Her general health had always been good. 


Examination.—A. 1X4 cm. brownish-red, slightly 
elevated plaque with central telangiectasia was 
present on the right malar area. A similar 22 
cm. plaque was present on the left cheek. The 
general examination revealed no abnormalities. 

Biopsy.—The biopsy from the right cheek shows 
a flattened epidermis. The dermis contains a patchy 
pleomorphic infiltrate composed of plasma cells, 
eosinophils, Iymphocytes, histiocytes, and neutro- 
phils. The infiltrate is concentrated around large, 
dilated, tortuous capillaries. It spares the pilose- 
baceous apparatus, and does not invade the epider- 
mis. A similar infiltrate is also diffusely scattered 
through the subcutaneous fat. 

Laboratory.—The hemogram and urinalysis were 
normal. The sedimentation rate was 0.3 mm. per 
minute. The L.E. cell test, serologies, and Kveim 
reaction were negative. 

Treatment.—For six months previously the pa- 
tient had received an oral antimalarial and a topical 
sun-screening preparation without benefit. A-Fil and 
corticosteroid ointments did not influence the 
lesions during the next seven months. In January, 
1960, two weeks of therapy with chloroquine phos- 
phate, 250 mg. daily, resulted in no change in the 
lesions. On February 12, 1960 the lesions were 
definitely enlarged; dexamethasone ( Deronil) 0.1 
cc. was injected into the plaque on the left cheek, 
resulting in partial regression. 


Discussion 


Dr. Irvinc L. ScHONBERG: I saw a patient sev- 
eral years ago with similar symptoms. The lesions 
consisted of purplish nodules. At that time I made 
the diagnosis of erythema elevatinum diutinum. 
Later, I realized this case should have been classi- 
fied as granuloma faciale. 


Received for publication April 21, 1960. 













Wideman of Philadelphia classifies grasino 
of this type into two groups: (1) blastomato as 
type, which includes lymphomas, Kaposi’s sarcoma, | 
and other reticulocytic diseases; (2) inflammatory — 
type which includes granuloma faciale. The lesior 3 
in granuloma faciale are difficult to classify from | gs 
the standpoint of etiology. Microscopically, a dense, 
granulomatous infiltrate is found in the upper half © p 
of the dermis, and there is a clear zone below t a 
epidermis. Characteristically in granuloma faci: i 
the infiltrate does not invade the epidermis, and . 
the pilosebaceous apparatus remains intact. Early, .- x. 
there is a perivascular infiltrate with eosinophils — E. 
predominating. As the lesion ages, fibrosis occurs, - 

In the case I had, all types of treatment including — 5 
local destruction were attempted with no response. - 1 
Ten years later there was still no change in the _ 
lesions in spite of x-ray and local destruction. The 
use of dexamethasone by injection with resultant | 2 
resolution seems to be an encouraging new method - 
of treatment. I look forward to seeing the final P. 
results. : S 


^ m4 ELO 
Dr. EucENE J. ArpAy: My experience in a re- E 


cent case supports Dr. Schonberg's statements. I — - 
treated a patient having granuloma faciale with A * 
antimalarials and x-ray with no improvement. 
Dexamethasone injections directly into the lesions — 
gave remarkable results. I injected a small lesions i 
first. It disappeared entirely in two weeks along icm 
with two adjacent lesions. The larger lesions had e 
to be injected several times. The most resistant 
lesion was the one I biopsied. This patient had a S. 
total of 12 injections of 0.1 cc. dexamethasone — E 
each intradermally into the lesions with uH : 
results. 

Dr. GEORGE Stroup: In a similar case, I in- 
jected methylprednisolone acetate (Depo-Medrol) 
into a lesion 35€3X(0.75 cm. over the temporal ridge — 
in front of the ear. Two injections were given; the M 
first time 1 cc. of 40 mg. strength, and the second | 
time 80 mg. Resolution was complete where I got 
good deposition of the steroid, but with the 80 
mg. concentration, the patient became dizzy and 
got severe headaches, so refused further injections. B 
I believe 40 mg. should be the top dose of Depo- ~ 3 
Medrol at oneeinjection. E- 

Dr. KENNETH Bumprck: My clinical impression — 
in this case was light-sensitivity dermatosis. The ET 
diagnosis was made from the biopsy. In a series —— 
of these cases reported, the original diagnosis most EC 
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frequently made was lupus erythematosus, the — — 
second was polymorphous light sensitivity, and - * 
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there were a number of tertiary diagnoses. It is 


usually by histology that the correct diagnosis of 
this lesion is made. 


Malignant Melanoma Treated with Vaccinia 
Injections. Presented by Dr. KENNETH H. 
BURDICK. 


This 29-year-old white woman had noted a brown 
mole on the sole of the left foot when she was in 
high school. A physician was consulted in reference 
to this problem and she was advised to leave the 


— lesion alone. 


Approximately three years ago a brown mass 


- appeared on the left thigh above the knee. This 


was excised and found to be malignant. The area 
was widely reexcised and a month later the left 
inguinal nodes were removed. 

'The patient was referred to the Cleveland Clinic 
a year ago. At this time she had a fist-sized purple 
tumor on the midanterior thigh surrounded by ap- 


proximately 50 small brown- or flesh-colored nod- 


ules, and firm marble-sized masses were palpable 


in the left groin. There was also a mass in the left 


breast and in the left axilla. Her only previous 
therapy had consisted of steroids orally, and this 


— had not altered the course of the tumor growth. 


The patient was hospitalized; 25 mg. of me- 


= chlorethamine hydrochloride (a nitrogen mustard) 


and 15 mg. of thio-tepa were administered in the 
femoral artery on March 2, 1959, and March 5, 
1959. Several days prior to this, live vaccinia virus 
was injected into the longest tumor. This resulted 
in a moderately severe generalized toxic reaction 
and some diminution in size of the tumor. 


The leg metastases steadily decreased in size, but 
new metastatic growths appeared on the trunk, jaw, 


arms, and mediastinum. These varied from pea to 


pullet egg in size. With the exception of the me- 
diastinal lesions, all were repeatedly injected with 
vaccinia at three- to six-week intervals with com- 
plete resolution of most of these. The inaccessible 


- mediastinal masses have also shown decrease in 


size on roentgen examination, and the slight dys- 
phagia and cough experienced by the patient has 
disappeared. 


Discussion 


Dr. Ruru RAUSCHKOLB: It is difficult to under- 
stand how a patient seeking advice and treatment 
in the postpuberal period could be dismissed without 
apprehension and careful thought. It is well known 
that pigmented lesions on the palms, soles, and 
female genitalia are lesions that sheuld be removed. 
It is said that every one has 15 to 20 pigmented 
nevi. I believe that is a little generous, but it is 
unusual not to have a few on most people. At least 
00% of these lesions in young people are junctional 
nevi. By the time of maturity in the fifth decade, 
almost all are the intradermal type, although we 
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are increasingly cautioned that junctional nevi can 
develop in the adult. 

The lesion on this patient's left thigh was excised 
with some thoroughness, and subsequently the in- 
guinal glands were dissected. Then she developed 
another lesion with satellites. Dr. George Pack, 
from his large collection of cases of melanoma, has 
called attention in the first 1,000 cases that 16 
had had multiple primaries. Pack observed it was 
not unusual in his experience for a considerable 
interval of time to lapse from the recognition of 
the primary lesion until the development of metas- 
tases. Most people feel microscopic examination 
is required to decide whether a lesion on an 
extremity is a metastasis or another primary. 

In 1950 Dr. Pack wrote a letter to the Archives 
of Dermatology and Syphilology to stop the flood 
of inquiries he was receiving about rabies vaccine 
in the treatment of this tumor. He had had a pa- 
tient with malignant melanoma who was bitten by a 
dog and received 14 rabies injections. 'The patient 
was living and well with no evidence of metastases 
five and one-half years later. Dr. Pack had no 
explanation to offer for this. 

In the decade since, little has been written on the 
viral treatment of melanoma. In South America, 
especially in Argentina, there has been a little more 
use of this treatment. In 1956, Pack reported that 
they had treated 100 patients with this modality. 
In 12 they thought there was significant improve- 
ment. 

There have been a number of cases of melanoma 
reported as far back as 1899 showing spontaneous 
regression. The occurrence of spontaneous regres- 
sion seems to have no relation to the age of the 
patient, location of the primary lesion, presence 
of metastases, or type of treatment. I would sug- 
gest that the present case may represent spon- 
taneous regression rather than response to multiple 
vaccine therapy. 

Dr. KENNETH BurpicK: To present one case 
like this is rather presumptuous, since melanoma 
is known for being capricious. I had intended to 
isolate the leg on the heart-lung machine and per- 


. fuse it with mechlorethamine hydrochloride and 


thio-tepa, and to do that only. Unfortunately, the 
heart-lung machine was broken at that time. By 
the time the machine was available three weeks 
later, the patient had metastases proximal to the 
leg. 

The encouraging thing about vaccine therapy is 
that the metastases, which did not respond to 
intra-arterial thio-tepa and mechlorethamine hydro- 
chloride, did respond to direct injections of live 
vaccina virus, The metastases that served as con- 
trols at first did not regress. 

Mouse melanoma has been thought to be a virus- 
type tumor. There are a number of evidences that 
some human tumors may be of viral etiology. We 
were attempting to tag ie. s aen! cells with a 
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virus to stimulate the body to produce its own 
resistance against the virus. In those metastases 
injected it seems to have worked. However, we 
did not attack the lung metastases directly, and 
they also regressed. 


Familial Chronic Atrophic Polychondritis. 
Presented by Dr. Faye W. ARUNDELL and DR. 
JoHN R. HASERICK. 


A 22-year-old white housewife was first seen on 
May 11, 1956. She complained of recurrent febrile 
episodes associated with nausea, vertigo, and mus- 
cle weakness which had onset in December, 1955, 
during the fourth month of her second pregnancy. 
In March, 1956, the ears, nose, and digits became 
tender, swollen, and red to bluish-black. The ribs 
became very tender. There was a distinct change 
in her voice. After the normal delivery of a severe- 
ly ill female infant on April 20, 1956, the patient’s 
condition gradually improved. 

At birth the infant had tender, red, swollen 
knees and bowed calves. The acute symptoms per- 
sisted six weeks. Recurrent arthritis continued for 
two years, and required corticosteroid therapy. A 
peculiar saddle-nose deformity persisted. In the 
past year the patient was asymptomatic and has 
received no treatment. 

Examination.—The physical examination revealed 
a thin chronically ill young woman who had a 
soft husky voice. The tip of the nose was atrophied 
and sunken, resulting in a saddle-nose deformity. 
The ears were swollen, tender, floppy, and dusky. 
There was a mild bilateral episcleritis. Patches of 
moniliasis were noted on the buccal mucous mem- 
branes. Examination of the skin revealed a pur- 
plish discoloration and hyperpigmentation over 
the joints of the digits and over the cartilage of the 
nose and ears. The costochondral junctions were 
exquisitely tender. The apical rate was 146 and 
there was a Grade 1 apical systolic murmur. There 
was bilateral suprapatellar bursitis, The ankles and 
toes were red and tender. 

Biopsies —The biopsy of the left ear and trachea 
shows a loss of the normal basophilic matrix of 
the cartilage. A heavy infiltrate of neutrophils, 
lymphocytes, and plasma cells surrounds the carti- 
lage. Biopsy of the skin is normal. The muscle 
biopsy shows mild nonspecific focal degeneration. 


Laboratory.—The hemogram, urinalysis, blood 
sugar, urea, and uric acid were normal. The blood 
Wasserman and Kahn reactions were negative. The 
serum electrolytes, calcium, phosphorus, and alka- 
line phosphatase were normal. Four blood cultures 
and three sputum cultures were negative. The 
lupus erythematosus cell test was negative on two 
occasions. There were no alkapton bodies in the 
urine, The Tiselius electrophoretic pattern showed 
the following results reported in grams per 100 
ml.: Albumin 1.94, ai:-globulin 1.35, aa-globulin 
0.84, 8-globulin l. 11, and y- Mons 1.48. The KUB 
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and x-rays of the chest and knees were normal.” “i 
There was a thickened membrane in the ethmoid — = 


sinus. 


s 4 


Treatment.—A tracheotomy was performed on A 


May 17, 1956, when the patient developed acute A 
respiratory distress due to collapse of the cartilage - 
of the trachea and larynx. Corticosteroid therapy — 


was started in May, 1956. Chloroquine phosphate - zo 


(Aralen) 250 mg. daily was added in November, - 
1959, The patient requires methylprednisolone — 


(Medrol) 8 mg. daily for control of symptoms. 3 ly 


Antibiotics are prescribed when necessary for fre- 


quent pulmonary infections. The tracheotomy re- A 


mains in place. 


Discussion 


zc 


EA " 
ys > 


B 


£ » 
x ; 


Dr. Faye D. ARUNDELL: Chronic atrophic poly- 


chondritis is a rare disease characterized by iritis, — 


y: oe. 


generalized perichondritis, and chondritis. It results - s 
in permanent softening and atrophy of cartilage, a 


producing a disfigured saddle nose and floppy cauli- » | 


flower ears. Including the 2 cases presented today, — 
a total of 1l cases have been reported since the . 
disease was first described by Altherr and Von |. 
Meyenberg in 1936. The ages ranged from birth - 
to 63 years. The cartilage of the nose and one or- 
more joints was affected in all cases. The laryngo- 
tracheal cartilage was involved in 10 cases, 4 of 


these requiring tracheotomy. The cartilage of the 


ears was affected in nine cases, the costocartilage 
in six cases. Eight cases had episcleritis or iridocy- 
clitis or both. Erythema and a black-blue discolora- 
tion may be noted on the skin over the involved 


cartilage. Anemia, eosinophilia, and hypoalbumine- | 
mia may be present. Recurrent pulmonary infec- | 


tions, myocarditis, myositis, and muscle atrophy - 
have been associated with the disease. Of the 11 
patients, 5 are dead. The longest survival has been 


five years, and was seen in a woman treated with- 
corticosteroids. | 

In reviewing the biochemistry of normal carti- 
lage, the acid mucopolysaccharide-to-protein ratio 
in cartilage is 1 to 1. The acid mucopolysaccharides 


present in cartilage are chondroitin sulfate-C and ~ 


keratosulfate. Chondroitin sulfate has a half-life i in 
skin of 8 to 10 days and in cartilage of 16 days. 
It has been shown that cartilage removed by pro- 
teolytic plant enzymes recovers in five days. 

The etiology of chronic atrophic polychondritis 
is unknown. The association of fever, iritis, and 
joint symptoms suggests a relationship to the rheu- 
matic diseases. In 1958 Harwood suggested it was 
a disease of autosensitivity, but he failed to sensi- 
tize guinea pigs to their own cartilage. In 1952 
Glynn and Holborow in England demonstrated 
circulation antibodies after repeated intravenous in- 
jections of chondroitin sulfate and streptococci in 
rabbits. Three of the patients reported had a well- 
documented history of an infection preceding onset 
of the disease. It is postulated that the bacteria 
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E: or virus combines with chondroitin sulfate and pro- 
tein in cartilage to form an antigen. This results 
P in the production of an autoantibody which then 


M attacks formed cartilage or chondrocytes. The 
a = cartilage itself becomes an autoantigen and 
. keeps the system going. If this is a disease of 
. autosensitivity, our patient's child, who also had 
- the same disease at birth, could have had it due to 
leakage of antibodies from maternal to fetal cir- 
— culation. We know that this happens in systemic 
~ lupus erythematosus, and that it is. a self-limited 
i Eont lasting as long as formed protein lasts in the 
a Es This baby's acute symptoms lasted six weeks. 


Late in 1958 Dr. William Bean suggested that 
I ironic atrophic polychondritis may be due to an 
ES acquired metabolic defect. He was the first to call 
E attention to the similarity between this disease and 
— the experimental action of proteolytic enzymes on 
- cartilage. Papain, an enzyme derived from the 
E _ papaya tree, and other enzymes from figs and 
_ pineapple do this. When injected intravenously in 
d the crude active state, they cause no changes in 
-- cartilage. If inactivated with sulfhydril inhibitors 
- before intravenous injection, they reach the carti- 
pen where they are activated and cause changes 
È artilage very similar to those seen in our two 
. patients. The cartilage loses its basophilic matrix, 
2x and there is an excess of chondroitin sulfate in the 
- blood and urine of experimental rabbits. The ears 
- flop over, but stand upright again in five days un- 
. less the rabbits receive cortisone at the same time 
as the intravenous enzyme, If cortisone is given 
— daily, the ears do not recover. This lends some 
-. support to Asboe-Hansen's theory that the corti- 
3 costeroids have an inhibitory effect on the pro- 
. duction of cartilage. 
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If chronic atrophic polychondritis 1s an error 
of metabolism, it may be due to an excess of 
Ec  proteolytic enzymes, or to a decrease in systemic 
- . or local inhibitors. In the patients presented today, 
: = disease in the mother and in the baby could be 

= . due either to an excess of enzyme transferred from 
E atetna! to fetal circulation, or to depletion of 
a pu fetal enzyme systems in utero by the maternal 
a system, resulting in a self-limited disease in the 


baby. 
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The occurrence of chronic atrophic polychondritis 


- in this mother and her baby are the first cases 
. . to suggest that a congenital or hereditary element 
— may be present in this disease. 


- Topical Nitrogen Mustard Therapy in Mycosis 
Fungoides. Presented by Dr. RALPH WILKIN- 
son and Dr. JoHN HASERICK. ° 
E GA 29-year-old diesel mechanic was referred to 
our care in 1958. He presented a two-year history 
of an eruption which began in the axillae, cleared 
with 12 x-ray treatments, but recurred after several 
B months, and later involved the crural region. Two 
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biopsy diagnoses had included: (1) “contact detent r 


titis” (2) lymphoma cutis v.s. mycosis fungoides. 


Examination.—Positive findings were limited to 
the skin. There were multiple erythematosquamous, 


raised, dollar-sized, well-defined axillary and crural | 


lesions. 

Laboratory.—W BC was 6,250 with normal dif- 
ferential; cell volume 47. Urinalysis, blood sugar, 
and STS were normal. 

Skin Biopsy Report (1959).—“The epithelium is 
intact, with acanthosis, patchy parakeratosis and 
spongiosis. The dermis contains a dense patchy in- 
filtrate closely applied to and invading the overlying 
epidermis, and composed of mature and immature 
cells of the lymphocytic series. Diagnosis : Eczema- 
tous dermatitis in mycosis fungoides.” 

Summary of Nitrogen Mustard Therapy 

Preparation of Topical Solution: Ten mg. me- 
chlorethamine hydrochloride (Mustargen) powder 
dissolved in 50 cc. saline was applied immediately 
by swabbing lesions with sponge and forceps for 
15 minutes. Patients blotted dry following the 
treatment and were permitted to bathe after three 
hours. Treatment was repeated daily up to four 
times. 

Control Areas: One or several plaques were 
avoided to permit comparison on all visits. 

Side-Effects: No subjective, objective, or labora- 
tory complications were noted. 

Concomitant: Intravenous mechlorethamine 
hydrochloride therapy was administered on two 
occasions, and was followed by recurrences of all 
lesions except those topically treated. 

Results: No untreated control lesions responded. 
All topically treated lesions responded with flat- 
tening, loss of infiltration and erythema, leaving 
residual pigmentation only. Lesions perimeters 
were most resistant No recurrences occurred at 
sites of previous involvement. 

Present Status: Generalized pityriasiform derma- 
titis recurred in December, 1959, and involved 
previously clear skin. It was treated with com- 
bined therapy, mechlorethamine hydrochloride being 
applied only to the right side of the body. By 
January, 1960, there was resolution of right-sided 
lesions with flaring of left-sided lesions. The left- 
sided lesions were treated topically with four 
repetitions in February, 1960, with poor response. 
The right side remains clear. 


Discussion 


Dr. RALPH WirLKINSON: Mechlorethamine hy- 
drochloride (nitrogen mustard) with its vesicant 


reputation is being handled with care on our hands, | 


but I have had it on my hands several times in the 
last six months, and so far have shown no reactions. 
We have seen no allergic reactions on several 
patients treated over -the entire body, normal and 
abnormal skin. There have been no complaints 
of pruritus or vesiculation in treatment of mycosis 
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; oides. One patient with hypertrophic lichen 


some vesiculation over the lesions. I feel this was 
a specific mechlorethamine hydrochloride vesicula- 
. tion. Perhaps it is not seen in mycosis fungoides 
. patients because they are less apt to develop contact 
dermatitis. It is well known that mechlorethamine 
hydrochloride is absorbed very rapidly through the 


. local anti-mycosis-fungoides effect. 

x Dr. DoucLAs GRANT: It is important to remem- 

ber that mechlorethamine hydrochloride is degraded 
. very rapidly, and as a result must be used when 
r: mixed. In a period of half an hour, it loses 50% 
of its activity. May I suggest that it may not be 
mechlorethamine hydrochloride, but a product of 
degradation which causes contact sensitivity in 
certain individuals? It is our policy to have patients 
shower after about three hours or upon arrival 
home after office painting. 

Dr. Mervin Bropy: Have you tried topical 
mechlorethamine hydrochloride in psoriasis? 

Dr. Jonn Haserick: We first tried topical 
mechlorethamine hydrochloride in the treatment 
of psoriasis in 1956 on a case of pustular psoriasis 
of the palms. The only results noted were that the 
areas treated became pigmented and occasionally 
showed some hypertrophy. 
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METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


= Max Popper, M.D., President 
| Murray C, Zimmerman, M.D., Vice-President 
2 Rose B. Saperstein, M.D., Secretary 


Feb. 23, 1960 


Stevens-Johnson Syndrome vs. Behcet’s Dis- 
ease, Abortive. Presented by Dr. Kurr LIND- 
STROM. 

Location—right medial eyelids. 
weeks. 

Since 1948 this 39-year-old patient has had con- 
|  junctivitis of the right eye seven times, always 
= beginning in February or March. Between 1948 

and 1958 he had conjunctivitis (without skin in- 
volvement or ulceration) four times. 
About February, 1958, and again February, 1959, 
| he developed conjunctivitis with painful corneal 
ulcers, along with vesicles and ulcers of the right 
eyelids, lasting about three months both times. 
The ophthalmologist who treated him in 1959 
reports that he had a dendritic corneal ulcer, con- 
sistent with Stevens-Johnson’s syndrome but not 
with herpes simplex. No iridocyclitis was noted 
at that time. 


Submitted for publication June 17, 1960. 
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go planus, who was well oiled by Lubath, developed ` 
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epidermis, and we were not surprised to see this 





















Dr. RALPH WILKINSON: It is difficult to asse 
this treatment in patients with psoriasis because 
they are not protected against contact dermatitis 
in a way a lymphoma might be. I have painted | 
small areas in the center of large psoriatic plaques i1 
several times with hardly noticeable results, ut - : 
biopsies and close observation seem to indicate t hat - 
the psoriatic character of the epidermis was 
changed almost immediately. In two days the large 
silvery scales were absent, leaving tenacious, hyp RE S 
lichenified changes as seen in atopic dermatiti 
After 10 days biopsies showed loss of para kera“ ; 
tosis, but the dermis was unchanged. The plac 
retained its thickness and did not subside as rapid ly ae 
as lesions treated with the Goeckerman regime en. — 
The results are not encouraging, but strange. — ig d 
Elephantiasis Nostras. Presented by Dr. DOUGLAS c NT 

and Dr. Grorce H. Curtis. Ma 4 
Urticaria Pigmentosa. Presented by Dr. James F. M FE 

SON and Dr. Joun R. HASERICK. ) 
Prurigo Nodularis. Presented by Dr. D. J. GRANT and Di 

G. H. Curtis. Na 
Probable Hansen’s Infection, Tubereuloid Type. Preser tec E 

by Dr. Rosert E. Kettum and Dm. G. H. Curtis. - BO: 
Klippel-Trenaunay Syndrome. Presented by Dr. T ks 

Mapison and Dr. J. R. Hasericx and (by Mes 

Dr. A. A. Guipvucci. 

Dermatomyositis. Presented by Dr. FAYE 
and Dr. J. R. Hasericx. a Par 
Dermatitis Herpetiformis Resistant to Therapy. Presented 
by Dr. RatpH WILKINSON and Dr. G. H. Curtis. 
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On Feb. 5, 1960, patient's right eye again vod 3 
came injected and painful; he was seen by ano 
ophthalmologist, who found a mild iridocyclit S | 
prescribed a corticosteroid by mouth (taken until T. 
Feb. 18), which vastly improved the bulbar i in- — 
volvement. i Ee 3 

However, on Feb. 9 painful—and later pruritic io i 
vesicles appeared on right eyelids, followed "s 
ulcerations which have gradually increased in area. 
External treatment: Neosporin ointment (did 
nothing); a corticosteroid ointment (seemed to 
aggravate); Cortisporin lotion (helped objediise tl 
signs), and Terra-Cortril ointment (relieved con- - 2 <i 
siderably). E 
No systemic symptoms have accompanied any O 


ae 
NES 
Er 


of his seven attacks. ^ 
Internal medication: Occasional buffering; Me- 
prospan; Mysteclin-V beginning Feb. 16; vitamin 

Di» and ascorbic acid beginning Feb. 12. 
Examination: Two well-defined irregular ulcers 5 
with vesicular collars, one each on medial portion E 3 
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A of right upper and lower eyelid. 


. conjunctiva is injected. 
A slide is presented. | 


x Discussion 

= . Dx PauL HriscH: This is a section of skin 
- that shows an epidermal ulceration and a non- 
ge : : : , k 
© specific inflammatory reaction replacing the epi- 
~- dermal changes. The infiltrate under the higher 


_ power is polymorphic, composed mostly of neutro- 
| phils and lymphocytes and apparently histiocytes. 
— There is no suggestion from the microscopic find- 


-- ings as to the exact cause of the condition. 


v Dr. Murray C. ZIMMERMAN: Dr. Hirsch, would 
you like to say a few well-chosen words about 


` why this slide does not show herpes simplex ? 


Dr. PauL Hirscu: In herpes simplex we should 


E see some multinucleated giant cells. This slide 
— shows only an epidermal ulceration with acute 
— . inflammation. 

B Dr. WiLLIAM B. Reen: Does it rule out herpes 
» simplex? | 

^. T Dr. PAuL HIRSCH: One can’t rule out any- 
Bi thing. It might have been herpes simplex at one 
2. time. 


E p Dr. Stanton B. May: In herpes, wouldn’t there 


Lo 











r Fe 


ES. 
7 


be some spaces or dyskeratotic cells in the section? 


-—  . Dr. WILLIAM B. Reep: I believe this is a recur- 


. rent herpes simplex, of both the eyelid and the 
eye. It is rather risky to use hydrocortisone oint- 
d ment in the face of herpes simplex because there 
- may be danger of perforation of the eyeball. An 
r ux p adequate biopsy of a fresh vesicle should be per- 
formed so that you will be able to see the balloon 


~ cells, and I believe that in herpes simplex you 


< 


find a dendritic ulcer of the cornea of the eye. 


© Dr. Joan B. Watson: Effective therapy in 
Ko this case would be to touch the eroded areas 


Y 


E with silver nitrate stick. 
an Dr. HAROLD PRICE: 


When there is a problem 
È in diagnosis, the simplest measure of all would be 
to take some of the fluid from the vesicle and 
have viral studies done. I might report on the 
case of a man who has recurrent herpes simplex 


: — of the lips which is then followed by erythema 


multiforme. This is a man that I have been 
. following for about five or six years. The last 
time he was in, I decided to get some herpes 

simplex blood titer studies done. The blood was 


". drawn during the period when the herpes simplex 


— was involuting and the erythema multiforme was 


^ . appearing. I was surprised to find that he had a 
E very low titer for herpes simplex—1 :8—which 
— . brings up the idea that perhaps these patients who 
K have recurrent herpes simplex probably are not 


Ü building up any immune bodies. 


192/442 


Right bulbar À 


hee 





" ey SE CE E E SPACE 
TE J : A rd Y I TS rw 
$ p, =<? 


"E Mod a A 


w + 


S UE a 


ARCHIVES OF DERMATOLOGY 


Dr. Murray C. ZIMMERMAN: All virologists 
have reported repeatedly that the people who have 
recurrent herpes simplex have extremely high titers 
of antiherpes antibodies. People who do not de- 
velop herpes simplex have zero titers, as a rule, 
Low titers are rare. This is paradoxical, because, 
in other virus diseases, they would be the suscepti- 
ble ones and we with high titers would be immune. 


Dr. Harop Price: What about the people 
who have repeated attacks? 

Dr. Murray C. ZIMMERMAN: The titers are 
constantly high, and at the highest point when 
they are just getting over the disease. That is 
why the attempt to “immunize” people with re- 
current herpes simplex is foredoomed to failure. 
They are already highly immune, in terms of what 
we have known about antibodies, either by com- 
plement fixation or virus neutralization studies. 
Possibly the new studies with interferon may show 
a different mechanism of immunity operative here. 


Dr. Leonard E. Savitr: I have been giving a 
smallpox vaccination to people with the acute le- 
sion and this has tapered the lesion off quite 
rapidly, contrary to what might be thought. 

Dr. Harotp Price: How rapid? 

Dr. Leonard E. Savitr: Within 24 hours. 

Dr. Jonn W. Carney: The lesion of the lower 
eyelid is perfectly linear and is about 14 in. long. 
I suspect a factitial element. 


Dr. Kurt Linpstrom: The reason I didn’t in- 
clude herpes simplex among the possible diagnoses 
was (1) the regular periodicity—every February, 
(2) the chronicity of it, and (3) the fact that 
the ophthalmologist who saw him last year said, 
“We never see herpes simplex produce this type of 
dendritic ulcer” that he had last year. This year, 
he’s had no ulcer. My thought was that it might | 
be an abortive form, most likely of Stevens- 
Johnson disease, and perhaps after several more 
such attacks we will see other elements that are 
characteristically present with that condition. 


Pigmentation of the Nails. Presented by Dr. Rose B. 


SAPERSTEIN. 

Fixed Drug Eruption: Localized Poikiloderma? Presented 
by Dr. Crete S. Dorsey. 

Morphea with Pigmentation. Presented by Dr. Rareu B. 
CooMBER. 

Facial Granuloma with Eosinophilia. 
Hanorp PRICE. 

Case of Probable Sycosis Vulgaris. Presented for alternate 
diagnosis and consideration of management by Dr. 
Stanton B. May. 

Recaleitrant Folliculitis of Nares and Eyelids. 
Dr. Stanton B. May. 

Folliculitis Ulerythematosa Reticulata? Presented by Dr. 
RALPH B. COOMBER. 

Macular Atrophy of the Skin. Presented by Dr. JOHN 
W. Carney and (by invitation) Dr. Craig WILLIAMSON. 


Presented by DR. 


Presented by 


NEW ENGLAND DERMATOLOGICAL SOCIETY 


Joseph Goodman, M.D., President 
Robert F. Tilley, M.D., Secretary 


Oct. 14, 1959 


Incontinentia Pigmenti. Presented by DR. 


CHARLES S. KEUPER. 

A girl aged 4 is presented from the Children's 
Hospital with a "birth mark" on the left leg and 
thigh which has been present since early infancy. It 
has not changed in character. 


A Grade III systolic murmur was heard at the 
age of 3 months, and a ventricular septal defect has 
been diagnosed in the Cardiac Clinic. 


There is reticulated, yellow-brown pigmentation 
on the left leg and ankle, extending to the mid- 
thigh posteriorly, and most prominent on the an- 
terior aspect of the knee and leg. 


Biopsy.—The basal layer was hyperpigmented, 
but no pigment-laden macrophages were seen in the 
corium. The corium showed a rather striking 
number of mast cells. 


Discussion 


Dr. Aaron B. Lerner: This little girl has pig- 
mented areas on her arms and legs. The rest of 
her skin is rather light in color. The first thing 
that comes to mind in this type of case is in- 
continentia pigmenti. If you read the original de- 
scription of these cases you will find one or at most 
two patients mentioned very briefly. They had 
bullous lesions as well as the pigmentary changes ; 
the bullous lesions faded, leaving pigmented streaks. 

Most of the patients, however, do not have bullae 
at birth, and that was the case with this child. 


They sometimes have other congenital defects, as 
this child has. 


I have never liked the term “incontinentia pig- 
menti." I think it would be much better to call it 
just "congenital nevus," which means a defect in 


the migration of pigment cells to the skin. 


Dr. THomas B. FITZPATRICK: I would like to 
emphasize the importance, when seeing a patient 
with incontinentia pigmenti, of searching for con- 
genital heart disease, retinal detachment, dental and 
other developmental abnormalities. In one series 
(Carney, R. G.: A.M.A. AncH. DerMat. 64:126, 
1951), 20 of the 29 patients had an associated 
developmental defect. The cutaneous lesions per se 
are quite inconsequential and their significance lies 
in the fact that they may be a clue to a serious 
problem, e.g., heart disease. 


Submitted for publication Feb. 12, 1960. 
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Mycosis Fungoides Treated with Corticostetold & E 


Hormones. 
TOLMAN. 


A man aged 78 is presented from the Mas- 3 e 


Presented by Dg MAURICE Ms i y 
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sachusetts General Hospital with an eruption on ef N 
the face, neck, extremities, and sacral region, of -— = 
six years’ duration. He was first seen in 1956 . m 
with a violaceous plaque on the left leg which  . 
had appeared two years previously, and generalized - i 
pruritus beginning four to five months prior c 
admission. In addition he had also developed gen- — 
eralized plaques on the trunk, face, scalp, and ~ 
extremities. The diagnosis of mycosis tango cf 


was made by biopsy. 


@ "e 


Reddish-brown, slightly elevated plaques are dis- si be 


tributed over the face, extremities, 
sacral region. There is some atrophy of the epi- . 
dermis and some scaling. 

Studies of the blood were all normal, 


some pus cells. The Hinton reaction was negative. 


neck, and - E. 


3 
* 


Roentgenograms of the chest showed an old fi- « 


brotic process at both apices. 


and . 


urinalysis was normal except for 1+ albumin and Y. 


4 ü | 


» 1 


Biopsy showed a round-cell infiltrate in the upper | ; a 


dermis with some typical mycosis cells. The histor 
logic diagnosis was mycosis fungoides. 

Four years ago the patient was started on 40 
mg. of prednisone (Meticorten) orally daily, with | 


gradual resolution of his skin lesions and diminu- - D P. 


tion of his pruritus. The dosage has been gradually. à 
reduced and he is now maintained on 5 mg. of - 


prednisone daily. A few plaques remain which still 


show the characteristic features of mycosis fun- 


goides histologically. 


Discussion 


Dr. Jonn L. FroMerR: The result obtained in- 


this patient is an excellent example of the anti- 
inflammatory and suppressive action of the corticos- 
teroids in certain phases of mycosis fungoides, — 
particularly in the eczematous and possibly in the 
plaque stage of this disease. We have seen this 
effect in a number of patients at these meetings, 
and in my group of cases it has been demonstrated 
over and over again, not only in early mycosis- 
fungoides, butecertainly in advanced cases in com- 
bination with cathode rays or high-energy electrons 
used in total body exposures, 

It seems to me that this case teaches an additional 
lesson. Patients with mycosis fungoides in this age 
group seem to live in a more reasonable symbiosis 
with whatever is causing the lymphoma, In other 
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. words, a minimum of treatment seems to maintain - 


a satisfactory remission in a patient in the 70's 
ps dn whom the disease is fairly well controlled. 


= Dr. Nevitte Krgescu: What has Dr. Fromer's 

Sindical experience been in the use of antimalarial 

, drugs in this type of dermatosis—lymphomas, my- 

. cosis fungoides, etc? What is the rationale for 

-their use? - 

f: Dr. Joun L. Fromer: Experimental evidence 

; um indicates. that a combination of steroids and anti- 

Br malarial drugs is effective in controlling experi- 

È A mentally produced lymphoma in the mouse. Other 

-than this, the antimalarial agents have a well- 

p .. known anti-inflammatory effect, as in discoid lupus 

erythematosus, and in some patients the combina- 

E tion of the antimalarial drugs with corticosteroids 
|. seems to be more effective than either one alone. 


| Dr. HrmsERT Mescon: I don't know if there 
E were other slides than those available today, but 
E on the basis of what I saw under the microscope 
E I could not make a diagnosis of mycosis fungoides. 
E- "This does not mean that the microscopic diagnosis 
a is the only one, but we must either broaden our 
; . concept of mycosis fungoides or base it on micro- 
j Eo pathology. If we are going to broaden our 
-- concept we will get many more cases that will 
p . respond to minimal therapy, and will not behave 
E like the usual malignant lymphoma. 


Ss Dr. ALFRED HoLLANDER: When was this biopsy 


performed? 
r Dr. Josera GoopMAN: In 1956. 


E Dr. Maurice M. Toman: One was taken then 

^ and another more recently. A few plaques remain 

—— which still show the histologic picture. 

— Dr. Warren F. Lever: The histologic diagnosis 
por mycosis fungoides requires the presence of 

Y . atypical cells. They are immature cells of the 

B. EE ede: series, and they establish, in my 

opinion, the existence of lymphoma. 
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52 E ar onthomatosia Diabeticorum. Presented by Dr. 


~ Rosert D. GRIESEMER. 


D A woman aged 39 is presented from the Mas- 

A 

= sachusetts General Hospital with an eruption on the 
os buttocks, trunk, and extremities. She was found 

e Có be diabetic four years ago after an episode of 

a coma. She has been taking insulin but is under poor 
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control. Four or five weeks prior to admission the 


eruptign developed, without associated symptoms. 


She was hospitalized from July 6 to July 18, 1959, 
for diagnosis and treatment. The lesions have faded 
since her discharge. 

There are hard, papular, yellowish lesions, 2-6 
mm. in diameter, with an erythematous base, on 
the back, extremities, and buttocks. They are more 
numerous on the buttocks, the posterior aspect of 
the elbows, and the anterior aspect of the knees. 

Laboratory Findings.—Cephalin flocculation was 
1+ at 24 hours, 2+ at 48 hours. Blood urea nitro- 
gen was 9; alkaline phosphatase 7.8; bilirubin 0.6; 
total proteins 7.6, with albumin 4.1 and globulin 
3.5. Prothrombin time was 100%; fasting blood 
sugar 189; protein-bound iodine 7.1, and complete 
blood cell count was normal. Further data may be 
found in the Table below. 

Biopsy showed xanthoma with typical foam cells 
in the dermis and a positive fat stain. 

The patient has been on a 1,000-calorie diet with 
35 gm. of fat. She has had progressive loss of 
weight with disappearance of lesions. No insulin 
has been required to keep her urine free of sugar. 


Xanthomatosis with Hyperlipemia. Presented 


by Dr. RoBERT D. GRIESEMER. 


A woman aged 45, presented from the Massa- 
chusetts General Hospital, was feeling perfectly 
well until June, 1959, when papules developed on 
her elbows, neck, and palms. Her family history 
is negative for heart disease, diabetes, xanthoma, 
and hyperlipemia. The physical examination was 
normal except for her skin. Yellow papules, 2-3 
mm. in diameter, with an erythematous base, were 
present on the neck, palms, and elbows. There was 
no ulceration or confluency. A yellowish discolora- 
tion was seen in the creases of the palms. 

Laboratory Findings—The complete blood cell 
count, blood urea nitrogen, and fasting blood sugar 
were all normal, and the Hinton reaction was 
negative, Urinalysis was normal. 
blood cholesterol was 1,190 mg., cholesterol esters 
636 mg., phospholipids 750 mg., and fatty acids 
5,956 mg/100 cc. 

The patient was treated with a 20-25 gm. fat 
diet, with gradual diminution in the size of the 
lesions and disappearance of others. 


Laboratory Data 
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His 31 Discussion 
ka | 
EN Dr. RozBERT D. GmRrESEMER: In the first case 
|». there was a history of a change in diet which may 
. be associated with the onset of cutaneous lesions. 
-~ On questioning, the patient said she had gone on 


vacation and had been very liberal with her fatty 

food intake. This would seem to explain the ap- 
N pearance of the lesions within a few weeks. You 

are all familiar with the effect of diabetes in pro- 

ducing or setting the stage for such events, but 

the mechanism is obscure. Dr. Lever may have 
» something to say about that. 


= Dr. WALTER F. Lever: The relationship between 
hyperlipemia and diabetes is very interesting and 
t not too well understood. The first type of re- 


lationship is that of primary diabetes, which, when 

severe and associated with acidosis, may develop 
; secondary hyperlipemia. When insulin is given and 
b, the diabetes is brought under control the hyper- 
` lipemia will clear up. The second type of relation- 
ship is that of primary hyperlipemia associated 
with mild diabetes. In this situation the diabetes 
will disappear when the hyperlipemia improves 
under treatment with a diet low in fat. This is 
the situation in the case of the first patient. When 
she came to the Massachusetts General Hospital 
she had greatly increased values for cholesterol, 
phospholipids, and neutral fat, and a moderate in- 
crease in the blood sugar concentration. She was 
given a diet low in fat, following which both 
her lipid values and her blood sugar values de- 
creased. 

Besides these two types of relationship between 
hyperlipemia and diabetes there are some intermedi- 
ate cases where it is difficult to decide which is 
the primary and which the secondary condition. 
It thus appears that we are dealing with two de- 
fects which not infrequently are associated, and the 
relationship of which is not fully known. 

Dr. Howard S. Yarree: Dr. Klatskin and Dr. 
Gordon in New Haven reported a family with 
hyperlipemia who developed pancreatitis. Perhaps 
the mechanism of diabetes in this case is that of 
pancreatic destruction from inflammatory changes. 

Dr. WALTER F. Lever: It is quite possible that 
the diabetes occurring in primary hyperlipemia is 
brought on by damage to the pancreas, since not 
infrequently a chronic relapsing pancreatitis exists 
in primary hyperlipemia. 


| Granuloma Annulare. Presented by Dr. Mavu- 
\ RICE M. TOLMAN. 

A woman aged 39 is presented from the Massa- 
chusetts General Hospital with an asymptomatic 
eruption on the anterior aspect of both legs which 
appeared following the birth of her third child 

E seven years ago. Two years ago she consulted a 
dermatologist who found normal glucose tolerance, 
. and a biopsy was performed which was interpreted 

|J. as necrobiosis lipoidica, 






















There are many circular plaques on both me 
some of which are discrete and others have — 
coalesced, Earlier lesions have a reddish-brown - E 
color with a sharp margin composed of. small - 3 
papules. Older lesions show a yellowish discolora- . E 
tion with epidermal atrophy. E 

Laboratory Findings—A complete blood db 
count, fasting blood sugar level, total serum pro-  - 
teins, and the albumin-globulin ratio were all nor- E | 
mal. Urinalysis was normal and the Hinton reactior nii 
was negative. TET To ; 

Biopsy showed ill-defined areas of ageng : 
generation associated with a mild inflamm: tory | 
infiltrate of lymphocytes and histiocytes. “0 ous - 
giant cells were also present in the Pius. ‘ a AB 

E 
Discussion E. dd 

Dr. Harvey B. ANsELL: I suspect that if this 
patient had been in Europe she might have beer E. 
presented as a case of Miescher's disease (granu- | 
lomatosis disciformis chronica et progressiva). 

Dr. Warrer F. Lever: This could be diagnos A 
either as granulomatosis disciformis chronica pro- ` 
gressiva or as necrobiosis lipoidica. I believe that - AS 
granulomatosis disciformis is identical with non- - EC 
diabetic necrobiosis lipoidica. Clinically they are 
indistinguishable. Histologically, granulomatosis — 
disciformis is said to differ from necrobiosis 
lipoidica by the absence of lipid deposits and a x 
more pronounced granulomatous reaction. But since 
absence of lipids and a granulomatous reaction can RU 
occur also in necrobiosis lipoidica I feel that no © 
significant difference exists between the two dis- ^ 
eases. ; 23 - 

It is of interest that the patient admits smoking | p 
10 to 15 cigarettes a day. In a recent article Rin- 
grose (Ringrose, E. J.: Smoking, Necrobiosis =.. 
Lipoidica, Granulomatosis Disciformis Chronica 
Progressiva, ` A.M.A. ARCH. DERMAT. 79 :635, 
1959) has postulated a relationship between heavy - 
smoking and granulomatosis disciformis. Ee 

Dr. Jacon H. Swanrz: I remember when we . Be: 
used to see necrobiosis lipoidica diabeticorum in | 
women when smoking was unknown to women — 
or at least not proper. 1 

Dr. WALTER F. Lever: It might be that those I9 
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women had diabetes, E: 
Dr. Jacog H. Swartz: No, without dinette 
I recall at least two cases, and I am sure there - P 
were more, without diabetes, and those women did . 
not smoke. " 
Dr. G. Rogert BALER: I presented to this M 
ciety last yearea patient with necrobiosis lipoidica _ EC 
who was a nondiabetic and did not smoke. E 
Dr. Harry BrrLACH : What is the final diagnosis - 4 


Me 


in this case? Is it granuloma annulare or necrobio- i 
sis lipoidica? mee 


Dr. Maurice M. Toman: From our point of 3 
view it is definitely granuloma annulare. It depends 


195/445. 


- entirely in which pew you sit and what church 
= — you see fit to attend. Certainly we cannot get 
- many pathologists to agree on numbers of slides, 
= and certainly the basic concept of what sometimes 
m constitutes granuloma annulare or what sometimes 
"^. constitutes necrobiosis is often debated. It is merely 


| E a slide interpretation of what the individual sees 
E through a lens, and unless he is given enough data 
^. he frequently is not disposed to make the diagnosis. 


-^ We.are therefore entirely dependent on clinical 
"^... Observation over a period of years. 
; f. 1n watching necrobiosis lipoidica over a length 
- -- of time, one asks what happens to the patients. 


- 


Certainly they are more fragile, and when they 
- — bump themselves they heal with difficulty. Certainly 
BR biopsies have often been a cause of great annoy- 
< . ance, and sometimes one is loath to do one for 
ZR that reason. In granuloma annulare, if one sits 
E — by and perhaps give one medication or other, it 
. will disappear sooner or later. In fact, it has been 
E written that a biopsy sometimes causes granuloma 
-- annulare to disappear. So the question of what 
TUR constitutes a diagnosis in a given patient must 
M wait until the pathologists really know what they 
| . are seeing. Now we must rely on clinical judgment. 
A E Epidermolysis Bullosa Dystrophica, Recessive 
E = Type. Presented by Dr. CHARLES S. KEUPER. 
"A male infant aged 9 months has had a general- 
~ ized eruption involving the face, trunk, and ex- 
E tremities, since birth. He is presented from the 
— Children’s Medical Center, Boston. 
- e Large recurrent bullae have appeared over all 
- —. parts of the body since two hours after birth. They 
' may occur at pressure sites and in areas where he 
is held tightly. Mouth lesions developed when he 
-.. was using a nipple. He is now spoon-fed, with 
= improvement in this area. There is no family his- 
^^. tory of this condition and the parents are not re- 
lated. This is the first-born child. 
There are solitary, large bullae, crusting lesions, 
^ and scars over the entire body. Small vesicular 
^. lesions are present on the anterior lower gum. The 
fingernails and toenails are crusted, thickened, and 
misshapen, some being absent. 
The Hinton reaction of the blood was negative. 


ES. Discussion 


-.  . pz Wuua{Įm Hatpern: I don't think there is 
.'" any doubt about the diagnosis. The outlook for 
— the future of this child is very poor. Dystrophic 
- A changes are already taking place. at can we do 
. - to help this child? There is no specific therapy, 
-- and no treatment we have will definitely help. I 
- . have not seen reports of the results of steroids 
in this type of case, but I certainly think they 
< should be tried in an effort to give this child some 
E Nüef. ^ov 
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ARCHIVES OF DERMATOLOGY 

Another interesting aspect in these cases is the 
question of heredity. This is a first-born child. 
What is likely to happen to subsequent children? 
What about future generations in this family? 
Should one advise these parents to have other 
children? Certainly the family should be closely 
observed. 

Dr. Mitton HrLMAN: We treated one case of 
dystrophic epidermolysis bullosa with steroids at 
Beth Israel Hospital a few years ago without any 
effect on the lesions. 

Dr. JosepH GoopMAN: That patient was an 
adult. 

Dr. Tuomas B. FrrzPATRICK: Corticosteroids 
may be life-saving in epidermolysis bullosa present 
at birth, with oral lesions which prevent the infant 
from nursing. We have used large doses of steroids 
intramuscularly, or corticotropin, in two newborn 
infants with epidermolysis bullosa. In both, the 
drug was continued in fairly high maintenance 
dosages for 18 months, when the dosage was grad- 
ually reduced and the infant sent home markedly 
improved, In the early course of therapy, when 
the dosage of corticotropin or steroids was low- 
ered, bullous lesions of the mouth appeared and 
feeding became impossible. 


Dr. Purr McCanrHY: I remember one infant 
at the Massachusetts General Hospital several 
years ago with the severe dystrophic form of the 
disease. Although he received corticosteroid ther- 
apy, it did not appear to alter the course of his 
disease, and he subsequently died. 


Dr. Marcaret H. Hannican: I have been 
following one child with a very severe dystrophic 
type of epidermolysis bullosa for three years. For 
what it is worth, the parents have had another 
child who is perfectly normal. My patient was 
given steroid therapy for over six months without 
any visible improvement, but perhaps the dosage 
was not high enough. 


Dr. WALTER Lever: It is the physician’s duty 
to explain to the parents that this is a recessively 
inherited disease and that therefore one in four 
of their subsequent children will also have the 
disease. If the parents do not want to take this 
risk, appropriate means of sterilization should be 
taken. | 

Dr. Jonn S. Strauss: With a true recessive 
type of inheritance there is only one chance in 
four of having both recessive genes together. 
Therefore, only one child in four will be affected, 
not 50% of the offspring. 

Dr. Howarp S. YAFFEE: The simple form of 
epidermolysis bullosa is inherited as a dominant 
trait. There is said to be a dominant and a reces- 
sive type as well of the dystrophic variety, which 
is more severe in the latter. It is difficult to tell 
which form exists just by looking. The family 
history and pedigree are necessary. If we had all 
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of this information we could ascertain the truth 
of Dr. Strauss’ assumption. 

Dr. Maurice M. TorMAN: I don't recall having 
seen any instances of other congenital defects as- 
sociated with this disorder. 

Dr. JAcoB H. Swartz: When I was consultant 
at the Children's Hospital many years ago we saw 
quite a few cases of this type, and I do not recall 
a case which had other congenital defects. 


Ehlers-Danlos Syndrome (Variant Form). Pre- 
sented by Dr. RosERT H. SCHAPIRO. 


A woman aged 23, of Irish-Scotch and German 
descent, is presented from the Massachusetts Gen- 
eral Hospital with hyperelasticity of the skin and 
hyperextensibility of the joints which have been 
present since birth. An umbilical hernia was re- 
paired at the age of 4 years. There is no history 
of pseudotumors, healing difficulties, papyraceous 
scars, or hemorrhagic tendencies in the skin. 


The bone age and sexual development are nor- 
mal. There is no family history of similar defects. 
The patient is of dwarfed stature. 


Examination shows hyperelasticity of the skin, 
without cutis laxa; this is most marked on the 
forearm, but extensibility of the skin to half 
again its length can be demonstrated on skin biopsy 
from both arms and legs. Many lentigines are 
present. There is hyperextensibility of the joints, 
chiefly the metacarpophalangeal joints, but this is 
also demonstrable at the wrists, elbows, shoulders, 
and hips. The eyes are wide-set, ears low-set, and 
there is a high-arched palate, pectus excavatum, 
mild dorsolumbar scoliosis, and repaired umbilical 
hernia, 

The patient is 53.5 inches in height, which is 
greater than the arm-span. Pubis-to-vertex meas- 
urement is greater than pubis-to-sole. There is no 
arachnodactyly. 

Congenital heart disease is present, with systolic 
and diastolic murmurs. Catheterization revealed 
pulmonic stenosis, with additional undefined ab- 
normalities. 

The sexual development is normal for 20 years. 


Discussion 


Dr. Maurice M. Torman: We are fortunate 
in having with us a group of people who have 
made a study of this condition. Dr. Schapiro of 


“the medical service will discuss the associated 


cardiac abnormalities. A review of the dermatolog- 
ical literature has not disclosed a case of Ehlers- 
Danlos syndrome in’ association with cardiac 
disease. 

Dr. Rogert H. ScHaAPrRO (by invitation): This 
patient was admitted because of subacute bacterial 
endocarditis complicating congenital heart disease. 
In addition, her physical examination and history 
were compatible with a diffuse disorder of con- 








nective tissue, All her life she has had ipie a t. 
tensible joints and hyperelastic skin. Systolic and | 
diastolic murmurs at the left sternal border were E 
first noted at the age of 7 months, and cardiac E 
catheterization indicated pulmonic stenosis Ape an- EC 
additional left-sided lesion. m 

Pertinent laboratory examinations ‘included a cia 
chromosome count which showed a normal num- ^ 
ber of chromosomes, urine examination for hy- e 
droxyproline which was negative, and a skin biopsy - E. 
which will be discussed by Dr. Cohen. ~+ NS 

In view of her hyperextensible joints and hyper- - 
elastic skin we felt that this represented a case - 
of Ehlers-Danlos syndrome, but a somewhat atypi- - 
cal one, as congenital heart disease is a rare con- 
comitant of the condition. We communicated with | EC 
Dr. McKusick in Baltimore, an authority on this | 
disease, and he was struck by the similarity be- — 
tween this patient and one of his, who also i ds 
of dwarfed stature and also has wide-set eyes 
low-set ears, palatal deformity, hyperelastic skin, 
hyperextensible joints with several congenital ds A 
locations, and congenital heart disease of a very E. 
similar type. We felt that these two women repre- - m 
sent a variant type of Ehlers-Danlos syndrome. 2 

In the patient shown today there was some — om 
widening of the biopsy scar despite careful tech- - E 
nique. Her skin can be lifted off her forearm to E 
quite a degree, but it falls right back into place 
without any evidence of laxity. You will have E 
noted the hypermobility of her joints as manifested E 
by the degree to which her little finger could bem n» 
bent back, and by the marked internal rotation of 
the hips. 

QUESTION: Does she have a web neck? 

Dr. Rosert H. ScHaprro: No, she does not. — 
She has no nodules in her skin, no cutaneous or "us 
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subcutaneous tumors. . b. 

Ehlers-Danlos Syndrome. Presented by Dg — oe 
Maurice M. TOLMAN. >H 
A white housewife, aged 33, is presented ue 


Massachusetts General Hospital with lesions of. 
the legs, of two years' duration. Car 
Twenty-two months before admission the patient 3 
had an injury of the left leg which resulted in- p 
a slowly healing skin defect. Since that time she - 3 
has suffered repeated injuries to her legs, many of -. 
which have been difficult to suture because of E x "| 
fragility of the skin. All have healed extremely oe 
slowly. She has had a tinea versicolor infection _ 
and moniliasis of the nails for the past 18 months, - 
Surgical incisions of the abdomen have healed | E 
well. . E 
The family history i is negative save for hyper- - E 
extensible joints in a paternal uncle. E 
Both legs show scars of multiple lacerations, and - 
there is diffuse, brownish discoloration in these d 
areas. On the anterior aspect of the right leg is — 
a defect 30X5 mm.. in size, which appears to be ‘a ^ 
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(a laceration with retraction of the edges. The base 
is filled with necrotic debris. There is borderline 
Es Bro esiensibility of the finger and toe joints. 
Ps - Laboratory examinations were essentially normal, 
I X with the exception of a questionably positive lupus 
-erythematosus preparation in one of three determi- 
Y 2 nations; a white blood cell count of 12,000 with 
5 p" 1295-2096 atypical mononucleated cells; and 1+ 
albumin in the urine. The basal metabolic rate was 
EB 17-OH corticosteroids were 7.3 mg., and 
.. 17-ketosteroids 4.0 mg. 


Discussion 


This 
— . patient's history is one of rather impressive lacera- 
7 tions of some 2 or 3 cm. in length on quite minimal 
E Just bumping her leg on the side of a 
ool is enough to open a great sore. This is not 
Biastel with any suggestion of varicose veins. 
~ This occurred on all surfaces of her legs, pos- 
y^ = terior and lateral as well as medial. There were 
- no similar lesions elsewhere, although she volun- 
T teered the comment that she had not struck herself 
in other areas as commonly as on the legs. 
Ss -When we started to incise the skin for biopsy 
E Ewe found that by taking an ordinary scalpel and 
me . holding it between two fingers back at the tip 
E opposite from the blade, an incision through the 
E full thickness of the skin could be made without 
E any pressure at all. The dermis was very thin, 
but the epidermis appeared grossly to be all right. 
$ E The hair follicles are present in what appear to 
ES be normal numbers and they and the other ap- 
.— pendages seem to be grossly normal otherwise. 
Jem En fat tissue is as fragile as the dermis; by 
h just picking it up between forceps a great blob 
| would come right out. It was only by dint of 
using a number of special mattress sutures that 
we were able to get the skin back together again. 
-I think if we had taken ordinary stitches they 
would have pulled right through. 
353 We took a biopsy tissue from the medial surface 
E. - of the left arm as a control, and also to get an 
Yee _ impression of what the surface was like at some 
E. distance from the legs. The skin of the arm proved 
E. to be of a similar character, although not as 
= - marked. It wasn't as easy to make an incision, 
ho $ " but it was still quite different from normal. For- 
EC A. tunately, both of these areas have healed well. 
= Dr. Maurice M. Torman: Dr. Alan Cohen of 
the arthritis group, who has done some electron 
— microscopy studies and certain assays on the skin, 
~ will tell us about this phase. 
E.. Dg Aran S. Coun (by invitation): Ehlers- 
. Danlos syndrome is one of five disorders that have 
E been listed by McKusick as inheritable disorders 
of connective tissue. The others are pseudoxan- 
thoma elasticum, osteogenesis imperfecta, Hurler's 
ES gynidiome, and Marfan’s syndrome. _ 
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EC Dr. PauL S. RusseLL (by invitation) : 
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ARCHIVES OF DERMATOLOGY | 


The patients with Ehlers-Danlos syndrome char- 
acteristically have fragile, hyperelastic skin and 
hyperextensible joints. Ocular, cardiovascular, and 
pulmonary abnormalities may be present. A num- 


ber of patients have also been reported to have 


diaphragmatic or other types of hernia. 

The basic defect in this syndrome is not clearly 
understood, although there has been considerable 
discussion in the literature as to whether collagen 
or elastic tissue is involved. A major problem lies 
in the paucity of our knowledge of certain elements 
in the connective tissue. While collagen is well 
characterized by its electron microscopic appear- 
ance, x-ray diffraction picture, and amino acid 
composition, elastin is less well identified. In the 
electron microscope it has an amorphous appear- 
ance, by x-ray diffraction it has been placed by 
some observers in the collagen class, and its chemi- 
cal composition is a subject of debate. Other con- 
nective-tissue fibers such as reticulin and the more 
recently described cellulose are even less well 
delineated. With these facts at hand, one should 
be cautious in giving pathogenetic implications to 
the more measurable and often end-stage abnor- 
malities. Can one clearly define elastic-tissue ab- 
normalities at the present stage of our knowledge? 


At any rate, most recent studies of Ehlers- 
Danlos syndrome suggest (by both routine histo- 
logical stains and by electron microscopy) that 
there is a slight but consistent increase in elastic 
tissue in the dermis. Concomitantly, however, col- 
lagen bundles appear to be abnormally sworled. 
It has been suggested that the basic abnormality 
in this disease lies in the distortion of the inter- 
lacing bundles of collagen. 

We have had the opportunity of studying the 
ultrastructure of a biopsy of the abdominal wall 
of a 214-year-old child with Ehlers-Danlos syn- 


drome. The routine histologic stains (hematoxylin 


and eosin, Van Gieson, Verhoeff) showed normal 
distribution and amount of elastin, but the collagen 
was in whorls and clumps. Preliminary results of 
the electron microscopic studies demonstrated nor- 
mal-appearing collagen, but increased amounts of 
amorphous elastin-like material. Thus, one cannot 
adequately resolve the problem of the basic nature 
of the disease process in this syndrome solely by 
static studies of the histology or fine structure of 
the tissue, and further experimental and biochemi- 


cal studies remain to be carried out hand in hand . 


with these morphologic observations. 


Tinea Capitis (Microsporum Lanosum), 
Treated with Griseofulvin. Presented by Dm. 
Maurice M. TOLMAN. 

A 4-year-old white boy developed tinea capitis 
due to Microsporum lanosum in June, 1959. The 
family cat was noted to have an infected skin. 


There was partial alopecia of parietal and tem- 


poral regions of the scalp, with scaling and broken- 
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off hairs, over an area measuring 8X7 cm. The 


infected hairs were strongly fluorescent, and cul- 
tures of these hairs yielded Microsporum lanosum. 


The patient was treated with 1 gm. of griseoful- 
vin orally, daily, from July 19 until Aug. 31, 1959 
(33 days). His hair was clipped after 28 days 
of treatment. No fluorescence was obtained after 
33 days, and cultures were then negative. Two 
subsequent cultures yielded no growth. There was 
no change in the normal hemoglobin, white blood 
cell, and differential blood counts, or in the uri- 
nalysis, during therapy. 


Trichophyton Rubrum Infection Treated with 
Griseofulvin. Presented by Dr. Maurice M. 
TOLMAN. 


A man aged 63 is presented from Massachusetts 
General Hospital. He has had a chronic Trichophy- 
ton rubrum infection of all his fingernails and 
toenails for the past 25 years. Eight months ago 
his buttocks and groins became involved. 


There was deformity, grooving, and discolora- 
tion of the distal portions of the nail plates of 
his fingers and toes. On the groins and buttocks 
were erythematous, scaly plaques with slightly 
raised, vesicular borders and a tendency to central 
clearing. 

Treatment with 3% sulfur and salicylic acid 
ointment was ineffective. He was given oral griseo- 
fulvin, 1 gm. daily, from July 27 to Aug. 11, with 
complete clearing of the buttocks and groins. He 
has taken 0.5 gm. daily since Aug. 11. The dis- 
eased portions of the nails have gradually been 
shed as the nails have grown out, 

The blood counts and urinalysis were normal. 

Culture of the nails and skin showed T. rubrum. 


Discussion 


Dr. Harvey B. ANSELL: We can accept the 
diagnosis in each case without question. These are 
excellent cases to demonstrate the effects of griseo- 
fulvin on different organisms, and in a very early 
case and a late one, of 25 years’ duration. It was 
equally effective in both. Another interesting point 
was the dosage. The child received 1,000 mg. a 
day in the treatment of tinea capitis, and the man 
is receiving 500 mg. daily. Apparently the anti- 
biotic is effective in a wide dosage range, and the 
safety factors must be tremendous. 


Dr. Jacop H. Swartz: I have not had enough 
experience with griseofulvin to speak with au- 
thority, but I do want to criticize the premature 
release of this very important drug. I have already 
seen it abused by general practitioners. One case 
of pityriasis rosea was treated for four weeks 
with griseofulvin. No blood studies were done be- 
fore or during the course of treatment. The patient 
came to see me because her "ringworm" had not 
been helped by the "new miracle drug." We still 

















do not know all the side-effects and we have not | 
yet determined whether resistant strains. can de- i 
velop after its prolonged use, especially with E. 
homeopathic doses. One side-effect I have en- dá 
countered was the development of baliucina om 3 
in a stable business executive who gave no Mi. 

history prior to taking the drug. TA 

Good results with griseofulvin in the treatment | 
of T. rubrum infection of the glabrous skin can e 
be matched with topical fungistatic agents. 1 he - 
inflammatory type of tinea capitis caused by e 
Microsporum canis, such as the case presented . 
today, if treated properly with good hygiene and - 
with topical fungistatics by an intelligent mother, - E. 
can produce equally good results in 33 days. 

My plea is to limit the use of griseofulvin to - E 
onychomycosis, to T. rubrum infection of palms 
and soles, to tinea capitis caused by Microsporum E. 
audouini, and to the exceptional noninflammatory . 
tinea capitis caused by M. canis. I would like to E 
see less newspaper publicity, which causes patients | 
to bring undue pressure upon the physician. 

Dr. Leon BaABALIAN: I would like to know the © 
opinion of the members concerning possible renal 
reactions from griseofulvin. For some weeks I . 33 
have been treating two cases of tinea capitis with 
the same brand of griseofulvin in a dosage of - 
1,000 mg. daily. The first patient, a boy of 7 years, 
had had a recent check-up. His urinalysis was |— 
normal as it always had been, although he had 3 
had “a mild case of scarlet fever" four years — 
earlier. After one week of griseofulvin treatment - 
a routine urinalysis with a reagent strip showed - 
albuminuria of less than 100 mg., even in the speci- 
men taken on arising. This albuminuria has de- e 
creased slowly since the drug was discontinued. _ - 

The second patient, a boy 8 years old, showed — 
an albuminuria of 100 mg. after one week's treat- — 
ment. The treatment was continued, however, a 2S 
with another brand of griseofulvin. The albumi- ag 3 
nuria disappeared one week later and has not ; 
reappeared since then. B. 

Dr. Ropert F., TiLLEv: I have had one ‘patient | D. | 
who developed erythema multiforme after seven e E: 
days of oral griseofulvin therapy. This patient had- ag 
onychomycosis due to T. rubrum and was most | “3 
anxious to find out whether the erythema multi- - E E 
forme was truly secondary to griseofulvin therapy. - 


Systemic corticosteroid therapy was employed - 
to give prompt remission of the symptoms, and - 
then continued until the skin was normal One a 
week later griseofulvin was begun again. The — 
eruption recurred on the second day, after 1 gm. 
of the drug “had been given. This reaction re- E 
sponded to oral corticosteroid therapy. Three weeks ~ 
later, following administration of 125 mg. of grise- — 
ofulvin, a generalized urticaria developed within 
three hours. 


Dg JosepH MULLER: I can add two cases of * 
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psoriasis which were treated by two different - 
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physicians for a long time with the same medica- 


tion—without results, as could be expected. 

Dr. Maurice M. Torman: We have asked Dr. 
Albert to speak because he comes from a year’s 
experience with Dr. Harvey Blank in Miami and 
has seen the cases I have mentioned. 

Dr. Josera ALBERT (by invitation) : Although 
griseofulvin was first isolated by Oxford et al. in 
1939, interest in its possible medical use was not 
aroused until Gentles’ report in Nature of August, 
1958 (Gentles, J. C.: Experimental Ringworm in 
Guinea Pigs: Oral Treatment with Griseofulvin, 
Nature 182:476, 1958). At that time there was a 


patient in Miami with chronic T. rubrum granu- 


lomas. He was extremely ill—moribund. Dr. 
Harvey Blank wrote to the Gloxo Company and 
obtained samples of griseofulvin. The patient was 
given 5 gm. daily, and within a few days the 
granulomas, which had been present for five or 
six years, began to resolve. 

More patients were then treated. In tinea capitis 
the fluorescence would disappear within four to 
six weeks. Negative cultures would not be ob- 
tained, however, for 4 to 10 weeks. This has been 
the experience of Kirk and Ajello of Washington, 
D.C. 

Apparently the dosage for tinea capitis in chil- 
dren is about 10 mg. per pound of body weight 
per day. In adults the usual dose is about 1 gm. 
a day. 

In infections of the nails, especially those caused 


by T. rubrum, which is extremely sensitive to 


griseofulvin, it has been found that a dose of as 
little as 500 mg. per day will suffice, and this is 
the reason we kept the second patient on 500 mg. 
per day. However, if you have associated tinea 
corporis you should start out with a minimal dose 
of 1 gm. per day. 

As for toxicity, everybody is a bit afraid of 
this. This fear has been especially prompted by 
the report of Paget and Walpole of griseofulvin's 


" inhibition of mitosis and spermatogenesis in guinea 
— pigs when given by the parenteral route. However, 
mo inhibition of mitosis has been reported from 


its oral use, either in man or animals, to my 


knowledge. 


— — As I said, the first time griseofulvin was used 


in this country was by Dr. Harvey Blank on Sept. 


- 15, 1958. It is too early to make any definite 


statements about its future toxicity, and we should 


be very careful about this. Dr. Blank conducted 
extensive studies in a search for toxicity in both 


the patients who were on the drug,and on many 
controls. Thus far there has been no evidence of 
inhibition of spermatogenesis in humans. Mild 
symptoms such as gastrointestinal upsets, head- 


. aches, or dizziness may occur. 


Dr. Swartz's point about development of resis- 
tance is well taken. It has been shown in vitro 
that resistance to griseofulvin can develop. To 
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my knowledge, however, it has not been shown 
in vivo. There have been recurrences or perhaps 
new infections with T. rubrum, and when griseo- 
fulvin was given the infections have again re- 
sponded. 

As for other toxic effects, Dr. Lewis Pipkin 
of San Antonio has noted a decrease of white 
blood cell counts in four or five patients, but this 
was reversible when the drug was stopped. 

As Dr. Tilley pointed out, skin eruptions have 
been reported. One patient developed an urticarial 
type of eruption, and since griseofulvin is derived 
from a species of penicillium mold there was some 
doubt as to its possible cross sensitivity with 
penicillin. The same patient was given penicillin 
and did not develop urticaria. It seems from pre- 
liminary studies that there is no cross sensitivity 
with penicillin. 

Dr. JosepH GoopMAN: Can you supply informa- 
tion about albuminuria? 

Dr. JOSEPH ALBERT (by invitation): To my 
knowledge, no patients have shown albuminuria. 


Dr. Jonn S. Strauss: We should remember 
that this drug is fungistatic; it is not fungicidal. 
I have thought that early cases of tinea capitis 
treated before the disease has stabilized might 
relapse as do cases treated early with x-rays. I 
believe Dr. Blank has now had relapses in this 
group. However, once the disease has stabilized 
there should not be relapses. 

Dr. ALFRED HOLLANDER: Griseofulvin is a new 
drug, the effects of which must be judged critically. 
I have used it for over four months; I have seen 
good results, but I must add that some of my 
observations do not correspond with some early 
overenthusiastic reports. My results have been 
best in tinea of the glabrous skin, particularly 
tinea caused by T. rubrum. Onychomycosis, in my 
opinion, requires longer treatment than was orig- 
inally suggested. My results in tinea pedis are so 
far somewhat disappointing. In some cases there 
still was clinical as well as microscopic and cul- 
tural evidence of fungous infection after four 
months of treatment' with griseofulvin. Micro- 
scopic examination often showed numerous mosaic 
fungi alone or together with typical hyphae. The 
question arises whether the mosaic fungus repre- 
sents real fungus or artefact. I am inclined to 
believe what I have encountered was real fungus, 
the structure of which had been changed by the 
effect of griseofulvin. 

Therapy with this drug represents definite prog- 
ress in the management of certain fungous infec- 
tions of the skin and appendages, but I would 
like to emphasize that final judgment about its 
value, particularly in preventing recurrences, should 
be postponed until there has been time for more 
clinical study. 

Dr. THoMas B. FITZPATRICK: There is no rea- 
son to believe, a priori, that griseofulvin will be 
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any more petigitial in eat fen term therapy of 
chronic fungous infections than previously used 
topical remedies. The fault in chronic fungous 
infections lies not with the organism, but with the 
host. With the widespread occurrence in the popu- 
lation and the ease of reinfection, and the failure 
of the large majority of patients to develop im- 
munity to the fungus, one can almost prophesy 
failure for griseofulvin. There are perhaps only 
three indications for its use at present: (1) ony- 
chomycosis (especially of the fingernails); (2) 
scalp infections (especially those caused by M. 
E audouini); and (3) the generalized, verrucous, 


~ granulomatous infections. 
NS Syringocystadenoma Papilliferum. Presented by Dr. PAUL 
J. CATINELLA. 
Folliculitis Decalvans. Presented by Dr. Mitton Heiman. 
Erythema Nodosum Associated with Ulcerative Colitis. Pre- 
sented by Dr. Maurice M. Totman. 
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Cutaneous Granulomas. Presented by Dr. Davin 
W. Foran JR. 


An optometrist, aged 30, noted the appearance of 
a small, tender bump on the right forehead about 
—— June 1, 1959, This slowly enlarged, and another 
appeared on the left center of the forehead. 
d The lesions subsided, leaving some pigmentation 
h and elevation of the skin, but another lesion 
k appeared on the left forehead. One lesion was 
“incised and drained.” The patient was given anti- 
biotics orally and “staph-strep” vaccine, with no 
benefit. A pustular eruption of the beard de- 
veloped in July, but this subsided with local 
therapy. Other lesions have continued to appear, 
and these have failed to involute. 


There are two groups of light-brown intra- 
cutaneous nodules, 4 mm. to 6 mm. in diameter 
on the forehead; four of the lesions are on the 
right, and four to the left of the midline. 


Blood count showed white blood cells 7,100, 
with polymorphonuclear leukocytes 63%, lympho- 
cytes 30%, and eosinophils 7%. The erythro- 
cyte sedimentation rate was 6 mm. in one hour. 

M The hemoglobin was 14.2 gm., total proteins 5.4 
gm. per 100 cc, with albumin 4.5 gm. and 
globulin 0.9 gm. (ratio 5/1). Roentgenograms of 
the chest and skull were normal. 


. Biopsy on October 5 was reported as showing a 

granulomatous inflammation with eosinophils, sug- 
gestive of insect bites. 

Treatment has consisted of wide-spectrum anti- 

- . biotics, staph-strep vaccine, Neo-Cortef ointment, 


n Submitted for publication March 21, 1960. 
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Nevoxanthoendothelioma, Presented by Dr. PauL J. Care —- 
NELLA. - E- 

A Case for Diagnosis (Gragbloma Annulare?), Presented _ é 
by Dr. Maurice M. ToLMAN. _ CM 

Post-Traumatic  Calcinosis Cutis with Raynaud’s Phe- - 
nomenon. Presented by Dr. Maurice M. TOLMAN. Nar 

Chronic Discoid Lupus Erythematosus in a Four-Year-Old _ CR 
Child. Presented by Dr. Maurice M. TOLMAN. 

Fixed Drug Eruption with Residual Pigmentation. Pre- 
sented by Dr. RosERT D. GRIESEMER. 


Kaposi’s Sarcoma. Presented by Dr. Pavr J. CATINELLA. | á He 


Glomus Tumor. Presented by Dr. PAuL J. CATINELLA. EE. 
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Annular Lichen Planus. Presented by Dr. ROBERT F. 
TILLEY. a 4 
Generalized Granuloma Annulare. Presented by Dae ~ of 
WALTER F. LEVER. 
Urticaria Pigmentosa. Presented by Dr. Maurice M. To. - E 
MAN. cH e 
Subcutaneous Sarcoid of Darier-Roussy. Presented by Dax, 4 


Maurice M. TOLMAN. n s 
Tinea Capitis (Microsporum  Audouini) Treated with JS 4 
Griseofulvin. Presented by Dr. Maurice M. ToLMAN. = 
aS 
a 
a 
AC 
wA z 
E 
Rezamid lotion, and Vioform cream, 3%, all with- - d 
out benefit. DONE 
Discussion B. 
Me 


Dr. HERBERT Mescon: I am confused about ^. 
this entity of granuloma facialis, as compared to — 
localized eosinophilic granuloma. Histologically - S. 
there may be theoretical differences, but the pre- 
dominant cell is the eosinophil. Until we under- 
stand the mechanism of eosinophil attraction for 
certain localizations it is rather difficult to be sure * 
that the entities we are describing are not just 
variations of degree of intensity of the same = 
mechanism. I cannot offer a definite diagnosis. | 

Dr. Howard S. Yarree: I should like to ask xs 
Dr. Mescon if he would consider the diagnosis of - 
lymphocytoma cutis. I saw a case presented at 3 | 
the Chicago Dermatologic Society by Drs. Howell | ie: 
and Bluefarb in 1956 which clinically resembled - oS 
the one presented here. They called it lymphadeno- : are 
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sis benigna cutis of Baverstadt. This entity is - E S 
related to Spiegler-Fendt sarcoma—the lympho- . A v 
cytoma cutis group. A 3 


Dr. Hersert Mescon: This man presents his- ' hi ES | 
tologically large numbers of eosinophils that you 2 
usually do not find in that condition. — E E 

Dr. Howanp S. Yarree: The histologic picture E 
in the Chicago case was polymorphic. There _ 
were eosinophils in that biopsy also, The ques- — E 
tion raised was whether the lesion represented 53 
early: Hodgkin's disease. Can this case also repre- - ki 
sent a malignant process of that type, with eosino- _ C 
phils present? Can you rule out an early Hodgkin' Si. 3 b. 
disease from this biopsy? - epi 
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— Dr. Herserr Mescon: Can one make a diag- 
nosis of “early Hodgkin's disease" histologically ? 
di - In other words, you either do or do not have the 
characteristic picture. If it is not diagnostic, 
. then all that can be said is nonspecific dermatitis. 
- I should not say whether it would develop into a 
true lymphoma. 

Dr. Harry BrtLACH: It is my impression that 
eosinophilic granulomas respond to roentgen ther- 
apy. 

Dr. Joun L. Fromer: Our experience with 
- facial eosinophilic granuloma suggests that these 
; ~~ lesions are very resistant to almost any type of 
© destructive therapy, including surgical excision. 
Recurrences in situ are common. Nevertheless, in 
7 . this case I think one nodule could be closely 
shielded. If it proved radiosensitive it would point 
toward Hodgkin's or some other radiosensitive le- 
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3 - sion of localized lymphoma, whereas if it were 
- eosinophilic granuloma it would just persist. 
A 
i B 3 Systemic Lupus Erythematosus with Tricho- 
E 


phyton Mentagrophytes Infection. Presented 
by Dr. Harvey B. ANSELL. 


A woman, aged 23, is presented from the Boston 

Er — City Hospital with an eruption on the hands, feet, 
| Eon elbows, of 6-weeks’ duration, She has also 
a - suffered from systemic lupus erythematosus, first 
- diagnosed in 1954. She has been treated in the 
: Outpatient Department since January, 1958, at 
" which time she showed alopecia and erythema of 
2 E the frontal area of the scalp. 


a In October, 1959, the patient noted redness of 
the skin of her hands, feet, and elbows, with 
E scaling. There has been occasional slight pruritus. 


E — On both hands, including the fingers, there is 
= redness and dryness of the skin, with some scaling 
on the dorsum. There is a bluish discoloration of 
E P. the skin of the terminal phalanges of the toes 
on the dorsal surface, and also on both great toes. 
Al toenails are yellowish, scaly, and dystrophic. 
- The skin is discolored on the extensor aspect of 
- both elbows. 

Trichophyton mentagrophytes was cultured from 
the hands on Sept. 19, 1959. 

|. Sulfur and salicylic acid in hydrophilic perto- 
- latum has been used as topical therapy. 
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Discussion 


j D» Jonn L. Fromer: This young woman has 
a ee systemic disseminated lupus erythematosus 
— for a number of years. The highest mortality rate 
S ^in this disease occurs in young women, usually 
. under 20, so she represents one of the few who 
- have escaped a fatal outcome, so far. She did not 
= respond very well to cortisone and prednisone 
(Meticorten), since electrolyte difficulty developed. 
She is now either in a spontaneous remission or at 
least tolerating very satisfactorily a maintenance 
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dose of prednisolone (Hydeltra), 12.5 mg. a day. 


© This teaches us to change our steroid to fit the 


requirements of the patient. There is less electro- 
lyte difficulty with the newer steroids. 

The fact that this patient now has a Trichophy- 
ton infection involving the nails as well as the 
glabrous skin suggests that she would respond to 
griseofulvin. Resistant or widespread Trichophyton 
infections are sometimes seen in debilitated patients. 
The freedom from toxicity of griseofulvin would 
indicate that it is safe to use. However, a patient 
with disseminated lupus erythematosus should be 
observed carefully while taking this relatively 
new agent. 

The fluorescent antibody test should be positive 
in this patient. Although not specific for dis- 
seminated lupus erythematosus, it is always nega- 
tive in the discoid variety. 

Dr. BERNARD APPEL: We have seen a number 
of patients with diseases other than superficial 
infection with fungi in whom resistant fungous 
infections have developed, particularly on the palms 
and soles. We have seen such instances in hyper- 
keratosis palmaris et plantaris, and in psoriasis, 
and now we see it in chronic systemic lupus 
erythematosus. 

There is considerable question, in my opinion, 
whether the other dermatoses produce a better 
soil for these fungi to grow on, or whether the 
association is purely coincidental. 

I would be extremely reluctant to give this 
patient this new and, as yet, thoroughly untried, 
even though enthusiastically received, drug. 


Urticaria Pigmentosa (Telangiectatic Type). 

Presented by Dr. Mauray J. TYE. 

A woman aged 57 has had pigmented, pruritic 
areas on the face, chest, back, and abdomen for 
many years. Recently the brownish pigment has 
increased in intensity, and erythematous patches 
have developed on her face. The patient has noted 
redness and increased itching on exposure to heat, 
as well as whealing when she rubs the lesions. 

Biopsy showed dilated superficial vessels, with 
pronounced edema throughout the upper cutis. 
About the vessels was a focal and somewhat dif- 
fuse, mild, cellular infiltrate composed of small 
round and wandering connective tissue cells. The 
epidermis was thin and showed a small amount of 
pigment in the lower portion. An occasional 
eosinophil was seen within the cellular reaction (Dr. 
Sachs’ laboratory). 

Complete blood counts were normal, and roent- 
genographic examination of the chest, bones, and 
gastrointestinal tract revealed no changes. 


Discussion 


Dr. BERNARD ArPrL: What is the relationship 
between the ectasia and the underlying infiltrative 
type of cellular reaction we get with mast cells 
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in these cases of urticaria pigmentosa? It is an 
interesting clinical phenomenon which I have seen 
in several adult cases of urticaria pigmentosa. 
I don’t recall ever seeing it in children. I wonder 
whether it is just a local reaction due to the 
mechanical effect of the infiltrate on the capillary 
circulation, or is there a toxic effect on the 
endothelial cells? From the standpoint of the 
clinical picture as a whole, there doesn’t seem to 
be any sensible relationship between the ectasia 
and the tumor. 

Dr. THoMas B. FITZPATRICK: It is possible that 
the diarrhea noted in this patient may indicate 
that the mast cells of the gastrointestinal tract 
have become involved. We believe there is a 
patient in the Massachusetts General Hospital now 
with diarrhea of this sort. 

Dr. ALFRED HOLLANDER: Was a stain for mast 
cells done? 

Dr. Mauray J. Tye: 
done. 

Dr. Hersert Mescon: In answer to Dr. Appel, 
we don’t know. For every case of “clinical 
urticaria pigmentosa” both in adults and children, 
that is clinically so diagnosed by trained derma- 
tologists, based on nodular pigmentary lesions 
which will urticate when stroked, we are able to 
demonstrate an increase in mast cells only in about 
one out of two or three cases, even doing histo- 
chemically prescribed procedures. The question 
presents itself: Do we have to revise our criteria 
for urticaria pigmentosa, or can the diagnosis be 
made without mast cells? And if you must have 
mast cells, then these other cases are not urticaria 
pigmentosa. 

Dr. NevitteE KirscH: If you don't see mast 
cells in the type of case we are discussing, what 
is the difference between that and, say, urticaria 
factitia with pigmentation? | 

Dr. Hersert Mescon: The fact that if you 
stroke it you get dermatographism of the lesion. 

Dr. NEVILLE KirscH: She had two linear, raised 
wheals. 

Dr. HERBERT Mescon: You get a bump where 
there is a lesion, which is out of proportion to 
any on an uninvolved area. 


Dr. ALFRED HoLLANDER: Does Dr. Mescon want 
to make a diagnosis of urticaria pigmentosa with- 
out evidence of mast cells in the tissue? 

Dr. HERBERT Mescon: I would not. 

Dr. Mauray J. Tye: Has anybody ever seen 
diarrhea in patients with urticaria pigmentosa? 
This patient is plagued by recurring episodes of 
diarrhea. The gastrointestinal series was com- 
pletely normal. 

Dr. Howard S. YArFFEE: Diarrhea is occa- 
sionally the presenting symptom of peptic ulcer. 
I presented at an earlier meeting of this society 
a case of duodenal ulcer in association with 
urticaria pigmentosa of 25 years’ duration, and 


No special stains were 
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Dr. Lerner suggested that the ulcer might have 
been caused by a prolonged elevation of the pa- . 
tient’s blood histamine. : be 

Dr. Maunav J. Tye: Six months or a year ago Et 
Baer reported 3 cases treated with reserpine. I  - 
wrote him to ask what had happened to those - - 


























patients, and he replied: “The very marked im- — 4 
provement in one of the patients . . . has been . 
maintained, There was no PESES on the other - 
two. We have treated some additional patients. 3 
There was one case of an infant who was put 
on tremendous doses of reserpine and who went ai | 
into a shock-like reaction. From the data avail à “a 
able they were unable to tell whether the reaction — 
was due to an excessive dose of reserpine, or to — 
the reserpine effect on the mast cells, or a combi- — 
nation of the two.” 


Nevus Unius Lateris. Presented by Dr. WILLIAM | 
Wot r. a 
A girl aged 15 is presented from the Boston . 

City Hospital with a dermatosis which has been 

present since birth. There are greyish-brown E 

papular lesions occurring in linear fashion on the ~ 

right lower extremity. Similar, less pigmented — 
lesions are present on the medial aspect of the > 
right arm. X ES 

Biopsy showed hyperkeratosis and acanthosis, d | 
with degenerative changes in the granular cell 
layer. | 

The patient has been applying 496 sulfur- : Lo 
salicylic acid in hydrophilic petrolatum since Sep- 

tember 29, The lesion has faded slightly. M 


Discussion 


Dg. ALFRED HorLANDER: In my experience, . : 
superficial dermabrasion will not remove an epi- E 
thelial nevus. In order to achieve a satis fac tM 
result one must go deeper, but then the result  . 
often is hypertrophic scarring. On the whole, it^ E. 
is very difficult to remove an epithelial nevus. E 

Dr. Maurice M. Totman: I would like to c E 
press a word of caution on the use of the electro- — 
cautery in this type of nevus. Some years ago we 
tried it in a number of these cases, and eyes s 
single one of them came up with a keloid. p 

Dr. E. Mytes StranpisH: I have had two Ó 
fairly extensive cases with involvement of the but- à d a 
tocks and perineum where the plastic surgeon has 3 
done an excellent job. X Y 

Dr. Juttus Picarp: In this case you see th e r 
hair distributed particularly prominently along he - 
line of the nevus. In a 15-year-old girl I th ink = 
that is notabl e pe 

t e 2: E 


A Case for Diagnosis: (Polymorphous Light; 


Eruption? Scleroderma? Discoid Lupus — A 


Erythematosus?). Presented by Dm. JOSEPH 
GOODMAN. 


A woman aged 26 first noted an eruption on - * 
her back and chest in 1953, 614 years ago. There 
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- were two lesions on the back, one on the iront 
— of each shoulder, and one on the chest to the 
left of the midline. They slowly increased in 
- size. She was first seen by the presenter in 
= April, 1955, at which time the affected areas 
were from 3 cm. to 5 cm. in diameter. They 
- consisted of tiny red papules, and each patch had 
M a slightly raised border. 
— Examination for fungi was negative. Resorcinol 
- M. and coal tar solution (liquor carbonis detergens) 
^ ]otion was used, with some improvement. A note 
from the patient in November said the lesions had 
disappeared, but in December they recurred. A 
biopsy from a lesion on the back, taken in June, 
= 1956, was reported as neurodermatitis. 
M By September the areas on the back had grown 
together, forming a large plaque. Diamthazole 
-~ dihydrochloride (Asterol) ointment and hydrocor- 
— . tisone lotion were without effect. A second biopsy 
- was performed in February, 1957, and the pathol- 
.. ogist was asked specifically about scleroderma. 
à , He reported that it might be early scleroderma. 
- By June the lesion on the back was about 10 cm. 
_ by 12 cm. and the border was red and infiltrated 
in many areas. Chloroquine phosphate 0.25 gm. 
B was given three times daily for one week and twice 
cp daily for the next two weeks, by which time the 
lesions on the chest were gone, and on the back 
s . there remained only slight thickening at the upper 
border of the lesion. The drug was continued once 
, A daily. On August 5 no lesions were found and 
^. medication was discontinued. 


" 


į _ Early in November there was a recurrence in 
= all the old areas and two new lesions appeared 
- on the chest. All were mottled red, the red 
areas being infiltrated. Chloroquine phosphate was 
E resumed three times a day for one week and twice 
" - a day for a second week, with complete disappear- 
S ance of lesions. It was continued twice a day for 
. another week and then reduced to once daily. 
On March 10 the skin was clear and chloroquine 
dd phosphate was reduced to twice weekly. After a 
* slight recurrence a month later it was stepped up to 
M three times daily for one week and thereafter 
~. once every other day. The skin remained clear 
4 3 on this regimen until the drug was stopped by the 
^. . patient's obstetrician in November or December, 
. 1958, because she was pregnant. One month later 
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^ the lesions recurred on the back. 

E. In October, 1959, a third biopsy was performed. 
~The chloroquine phosphate was not resumed, and 
the lesion on the back has remained unchanged. 


E: 4 
AN 
P 2 
^ Two examinations and one culture of scales 
. revealed no fungi. The Hinton test was negative, 
- SA . . . 
-- and urinalysis normal. The erythrocyte sedi- 
mentation test was 8 mm. in one hour. Repeated 
white blood cell counts ranged from 5,000 to 
» 7,200, with a normal differential count; eosino- 
- phils ranged from 1 to 3. Hemoglobin values 
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were from 14.2 gm. to 16.5 gm. per 100 cc. One 
L.E. preparation was negative. 


Biopsies.—7/23/56: The superficial vessels were 
dilated and there was edema within the upper 
cutis. About the vessels was a moderate focal 
simple cell reaction. The epidermis showed a mild 
acanthosis and dryness. The palisade margin was 
intact. Note: The cytology was composed of 
simple cells, and was not that of mycosis fun- 
goides. A very occasional plasma cell was pres- 
ent. However, there were no large cells. The 
findings were those of a neurodermatitic reac- 
tion, such as that of neurodermatitis or nummular 
eczema. 

Diagnosis: Neurodermatitis. 

2/13/57: Within the cutis the vessels were di- 
lated and about them was a focal reaction com- 
posed chiefly of small round cells. The collagen 
showed pronounced edema of the bundles. The 
epidermis was thin and showed no significant 
changes. 

Diagnosis: Scleroderma. 

10/29/59: Sections showed marked thinning of 
the epidermis with moderate keratin deposition at 
the cutaneous surface, and pigmentation of the 
basal cell layer. The upper corium was edematous 
and showed fragmentation and degeneration of 
fibers. Clusters of inflammatory cells were noted, 
most prominently around the walls of blood 
channels and in proximity to hair follicles. The 
lower corium was rather dense and showed 
sclerosis of connective tissue fibers. The inflam- 
matory cells were mostly lymphocytes and histio- 
cytes. A few blood vessels included in the section 
appeared to be engorged. 


Diagnosis: Suggestive of circumscribed sclero- 


derma. 
Discussion 


Dr. ALBERT Sorrer: I questioned the patient 
and although in order to demonstrate the lesion 
on the back today she wore a bra which had no 
attachment in the back, she told me that since 
the onset of this eruption she has always worn 
a type of bra which had the elastic-metal type 
of attachment in the back. I am wondering if 
this might not be a contact dermatitis. 


Dr. Myron Martz: I should think that the his- 
tory of repeated development of these lesions, re- 
sponding to chloroquine phosphate each time, would 
speak in favor of a condition called “lymphocytic 
infiltration of the skin” (Arch. Dermat. & Syph. 
68 :447, 1953). Looking at the slide, one could see 
some fairly characteristic lesions with cuffing of 
lymphocytes around the capillaries. The amount 
of cuffing was not as much as is usually found in 
the classical case, but with such a history of 
responding regularly to chloroquine phosphate, I 
favor that as a diagnosis. 
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Dr. Maunav J. TYE: Has she ever been patch- 
tested for nickel sensitivity? If this was lupus 
erythematosus, she certainly should have had 
scarring or other evidence below the clavicles 
where she is said to have had previous involve- 
ment. 

Dr. BERNARD APPEL: I would like to suggest 
that in cases of dermatitis due to a bra over the 
interscapular area, the sensitivity in almost all 
cases is to the rubber and not to the metal. I 
have had a number of them, and strictly mor- 
phologically, the reactions have been very promi- 
nently follicular. 

Dr. Harvey B. ANwsrLL: This patient told me 
the reason she has the trouble on her back is 
because she became pregnant about a year ago 
and stopped the chloroquine phosphate for that 
reason. I have followed two' patients with discoid 
lupus erythematosus who were taking Triquin 
(combination of chloroquine, Mepacrine, and 
Plaquenil) before becoming pregnant, and they 
continued to take it throughout pregnancy. They 
had beautiful, healthy children. Treatment was 
not stopped at any time. 


A Case for Diagnosis: (Pemphigus Erythema- 
tosus? Hailey-Hailey Disease? Sneddon-Wil- 
kinson’s Disease?). Presented by Dr. WILLIAM 
HALPERN. 


A man aged 72 is presented from the Boston 
City Hospital with a scattered eruption of 4 years’ 
duration. He has attended various clinics and 
has received sulfur medication orally with no im- 
provement. The eruption is occasionally slightly 
pruritic, and is more prominent in the summer. 
He was first seen on October 9, 1959. 

There is an erythematous, crusty, scaly rash 
with some vesicles and pustules on the chest, most 
prominent in the axillas and the interscapular 
area. It is also present in the crural region. 


The erythrocyte sedimentation was 8 mm. in 
one hour, and hematocrit 47. The white blood 
count was 8,750, with polymorphonuclear leuko- 
cytes 65, basophils 5, lymphocytes 29, and mono- 
cytes 1. The urine pH was 7, specific gravity 
1.020, acetone 0, albumin 0, and sugar 0. A 
roentgenogram of the chest was within normal 
limits. 

Oxytetracycline (Terramycin) ointment pro- 
duced no improvement. 


Discussion 


Dr. Nevitte KirscHo: I think I would accept 
the diagnosis of Sneddon-Wilkinson’s disease with 
the clinical and histologic findings. Another name 
for it is subcorneal pustular dermatosis, I think 
originally described by Sneddon and Wilkinson in 
Great Britain. They reported a number of cases 
which they thought might be a variation of 
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dermatitis herpetiformis, and some of the cases 
yield to sulfapyridine. I think Ellis reported sev- M 

eral cases among Negro women. Most of these SN 
pustules are sterile on culture. I had one case in b 
a Negro woman with innumerable pustules which b 
formed a level layer when she was standing. The 
eruption responded beautifully to dm sd 
and she was maintained on about a tablet a day. 
They can go along for several weeks without any — 
recurrence. Not all cases respond to the drug. . e 
The histology, incidentally, is typical in that you um 
see a subcorneal pustule. no 

Dg. BERNARD APPEL: At one histopathologio fd T; 
session, Walter Lever pointed out a definite area 
of acantholysis with a number of cells in the = 
lower dermis that were classically acantholytic. - 
We were not able to find them today to point — 
them out to you, and it seems to me that that, 
plus the fact that many cases of ie 
erythematosus show moist, pustular, somewhat E. 
vesicular, superficially crusted lesions in groups 1E 
distributed in this way, makes that also a rea- ES ' 
sonable diagnosis to consider. o 08 

Dr. ALBERT A. Sorrer: The protocol did Ne K 
mention the use of steroids in this case. If this E 
is pemphigus erythematosus, does that type of . 
pemphigus respond to steroids as pemphigus . 
vulgaris does? 

Dr. Davin W. FoLAN Jr.: They do not re- 
spond. We presented a case here two years ago, - k 
treated with high doses of steroids with absolutely 
no* response. E 

Dr. Howard S. YArree: When I was a resi- E 
dent at the Massachusetts General Hospital, Dr. E 
Lever had several cases which responded to very 38 
high doses of cortisone and corticotropin. fh " 

Dr. WILLIAM HALPERN: This patient has had 
a sulfonamide with no improvement, although we E 
do not know which one. We have seen him only, ; E 
recently. No medication has helped him. | 
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Malignant Melanoma. Presented by Dr. Winx rS ; 
HALPERN. n A 


A woman aged 65 is presented from Boston A | 
City Hospital with three lesions, one on the back, | * 
and two in the sacral region, which have been | 
present since childhood, according to her. Se 
The patient has had a flat black mole on her- d 
back since childhood. The lesion has never . E 
bothered her and she has never actually seen it. m 
About four months ago it began to ooze and — EU 
she consulted a private physician who recom- 
mended bland local therapy. After one week of zd 
this treatmenf the lesion ceased oozing, and the - : a. 
patient forgot about it until one week prior to | te. 
admission, when it began to ooze again. * 


There is a brownish-black to reddish-brown 


lesion, approximately 6 cm. in diameter, located E. 
on the posterior thorax in the midline at the level ES 
of T5. The lesion is flat and has slightly ^ 
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| serpiginous borders. There are several slightly 
de = raised nodules in its center. One nodule has been 
ve subjected to biopsy. 
- — . "Two smaller, brownish-black lesions are located 
i A the sacrum. These are approximately 3 mm. 
- in diameter and show no central clearing. 
N A roentgenogram of the chest was normal. A 
—— Mood count was unremarkable. Urinalysis showed 
S. a pH of 6.0, specific gravity 1.026, albumin 0, 
sugar trace, ketones 0. 
- . Biopsy specimen was diagnosed as malignant 
-.— melanoma. 

h 
) Discussion 


I Dr. ALFRED HorrLANDER: This is an excellent 
| demonstration of a melanotic freckle undergoing 
— malignant change. 
— — Dr. Howarp S. Yarrke: Have the lesions on 
the back—on the right side below the main lesion— 
been present since childhood? 

3 ; EC Dr. BERNARD APPEL: The patient said she never 
EC. looked down below the waist. She could not see 
E the spots over the sacrum. She is not sure how 
. long she has had them. 

4 — Dr. Davin W. Foran Jr.: I asked the woman 
Sao long she had had the lesion and she said 
someone saw it a year ago and said, “That is a 
A Birhmark: P 

s. But she said, “I, myself, do not know how long 
E it has been there.” 

Er o Dr. BERNARD APPEL: Ask her again and she 
will change her story. 

© Dr Tuomas B. Firzpatrick: There is some 
— rather inconclusive evidence that the prognosis of 
. lesions similar to those in this patient is better 
~ than that of melanomas seen in younger persons. 
a The variety of melanoma shown here is some- 
times known clinically as lentigo maligna. It 
_ grows slowly over a period of years and usually 
appears on the face. I do not know that we can 
z or the patient’s statement that she has had 
pigmented lesions on her back for years. 

I should like to emphasize the impossibility of 
p nine a malignant melanoma on the basis of 
- clinical findings alone. Without pathological ex- 
penton of the tissue one cannot differentiate 
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_Keratoacanthoma. Presented by Dr. Harvey B. 
x ANSELL. ' 

V A woman aged 46, a schoolteacher, was previ- 
-.  ously presented before this society on Oct. 9, 1957 
(AMA. AmcH. Dermat. 78:112 [July] 1958) 


© Submitted for publication May 26, 1960. 
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between pigmented basal-cell carcinoma, sebor- 
rheic keratosis, blood cyst, Kaposi's sarcoma, 
glomus tumor, blue nevus, various other pig- 
mented lesions, and malignant melanoma. In the 
management of pigmented lesions of the skin it 
would seem reasonable, if the lesion is small, to 
perform an excision biopsy and then, if it proves 
to be a malignant melanoma, to carry out a wide 
excision and a prophylactic regional-node dissec- 
tion. If the lesion is large, a small piece should 
be removed for diagnosis. I have seen patients 
in whom radical operations and even amputations 
have been performed for lesions suspected of 
being malignant melanomas but which were, in 
fact, large blue nevi. 

Dr. ALFRED HOLLANDER: This lesion is not a 
malignant melanoma but a melanotic freckle un- 
dergoing malignant change. The malignant change 
in such a lesion is of low-grade and can well 
be taken care of by well-defined excision carried 
out by the dermatologist. 

Dr. Harvey B. ANsELL: I agree with every- 
thing said by the previous speakers, but I want 
to emphasize what Dr. Fitzpatrick mentioned. He 
apparently does not hesitate to perform a biopsy 


on any suspicious lesion, and I thoroughly agree. 


Subacute Systemic Lupus Erythematosus with (Erythema 
Elevatum Diutinum? Lichen Planus [Atabrine]? Gran- 
uloma Annulare?) Presented by Dr. Murray J. Tye. 


Sarcoidosis. Presented by Dr. BERNARD APPEL. 

A Case for Diagnosis (Pachyonychia Congentia [Abortive 
Form]? Localized Epidermolysis Bullosa with Kera- 
tosis?). Presented by Dr. Harvey B. ANSELL. 

A Case for Diagnosis (Schamberg’s Disease?). Presented 
by Dr. Mauray J. Tye. 

Scleroderma (Morphea Variant). Presented by Dr. Mauray 
J; Fre. 

Keratosis Palmaris et Plantaris. Presented by Dr. BERNARD 
APPEL, 

Lichen Sclerosus et 
ROBERT BALER. 

A Case for Diagnosis (Pemphigus Erythematosus?). Pre- 
sented by Dr. Davıp W. FOLAN JR. 

Morphea. Presented by Dr. G. ROBERT BALER. 

Granuloma (Cause Unknown). Presented by Dr. Jomn S. 
STRAUSS. 

Erythema Induratum. Presented by Dr. HERBERT MESCON. 
A Case for Diagnosis (Echthyma? Hydroa Vacciniformis? 
Insect Bites?). Presented by Dr. G. ROBERT BALER. 
A Case for Diagnosis (Congenital Alopecia with Tumors 
of the Scalp? Lymphangioma?). Presented by Dr. 

Howanp S. YAFFEE. 


Atrophicus. Presented by Dr. G. 


with a verrucous tumor on the dorsum of her 
right thumb. The diagnoses in question were (1) 
epidermoid carcinoma, and (2) keratoacanthoma. 
The patient had had “warts” scattered about her 
body as long as she could remember. In 1955 she 
developed a large “wart” about the nail of the left 
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Figure 1 


middle toe, and the toe was amputated. The 
pathologic report was epidermoid carcinoma. In 
August, 1957, she burned the dorsum of her right 
thumb, and a warty growth developed at the 
site of the burn. Three weeks later it was excised 
by a surgeon, and the histopathologic diagnosis 
was epidermoid carcinoma, Grade III. A similar 
“wart” present above the left ankle since March, 
1957, was excised and reported as epidermoid 
carcinoma. 

Immediately following the excision of the growth 
of the right thumb there developed marked swelling 
and vesiculation on the dorsum of the thumb. As 
the vesicles on the thumb healed she developed 
many new warty growths. At that time she was 
presented before this society. After the presenta- 
tion the lesions on the thumb began to involute 
spontaneously, and biopsy of a nodule on Oct. 25 
was diagnosed as keratoacanthoma. By mid- 
November the thumb was apparently healed. Re- 
sidual growths on the left ankle also cleared 
spontaneously. In December, 1959, she sustained 
a puncture wound on the left middle finger and 
developed a new lesion. 





Figure 3 


Figure 2 


There is a firm, nontender, elevated, button-like 
tumor with a reddish-blue, rolled, border on the 
dorsomedial surface of the left middle finger at 
the proximal joint. The center is hyperkeratotic and 
on Jan. 22, 1960, measured 13 mm. in diameter. 
The over-all diameter of the tumor was 19 mm. 


Discussion 


Dr. Harvey B. ANSELL: Figure 1 was taken 
when I first saw the patient in September, 1957, 
and the lesion was essentially the same when she 
was presented to this society the following month, 
with hyperkeratotic verrucous involvement of 
practically the entire dorsum of the thumb. Two 
weeks later, as shown in Figure 2, she presented 
a small, dome-shaped, hyperkeratotic nodule. At 
that time I curetted the lesion with solid carbon 
dioxide for local anesthesia, because she is supposed 
to be sensitive to procaine. The microscopic diag- 
nosis at that time was keratoacanthoma. Previous 
diagnoses had all been epidermoid carcinoma. Figure 
3 shows the thumb as it is today. It is completely 
clear with no residual scarring. No treatment was 





Figure 4 
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given at any time, except for the curette biopsy. 

= This was a spontaneous involution of a lesion for 

which the question of amputation of the thumb 
had been brought up by the Tumor Board. 


Figure 4 shows the lesion of the left middle 


finger when I saw her two weeks ago on Jan. 22. 
It was a nontender, firm, elevated, button-like 


tumor with a reddish-blue, rolled border. I had not 


- seen her in the interim. She said the lesion had 


developed a week after she had punctured her 
finger with scissors. Today it is completely differ- 


EA ent, in that the original lesion is now flat and ver- 
J rucous and she has developed two new button-like, 


extremely tender lesions, one below and one above 
the first tumor. 

Dr. Leon BABALIAN: This case supports the 
impression that under the name of keratoacanthoma 
there are probably two different conditions which 
are clinically similar. In one the lesion is solitary 
with an important core of keratinization and with 
no recidivism; probably it confers an immunity. 
In the second variety, like the one presented today, 
the keratinization is much less marked, never 
exceeding the formation of a horny pearl; the 
lesions are self-healing, but multiple and recidivous. 


 'This second variety corresponds to the disease 


described by Ferguson Smith under the name of 
multiple self-healing squamous epithelioma (Brit. 
J. Dermat. 26:267, 1934). 

The possibility that there are two conditions 
under the name of keratoacanthoma reminds us 
of two other diseases, sometimes similar and long 


confused until their causative organisms were 


finally identified and found to be different, i.e., 


anthrax, which confers an immunity, and carbuncle, 


which never does. 

No topical treatment is necessary in either variety 
of these self-healing lesions known as keratoacan- 
thoma. In the multiple and recidivous form I 


- would like to suggest trial of an antibiotic such 


as chloramphenicol, supposed to be effective in 
some virus infections, although I am aware that 
this is a controversial question. 

Dr. Pure McCartuy: No antibiotic is effective 
against any virus disease. 

Dr. Leon BABALIAN: That opinion is shared by 


— the majority of scientists, but not by all For 
instance, for Waksman his ehrlichine is an anti- 


biotic with antiviral properties in embryos and 


- mice against influenza and Newcastle disease (J. 


Immunol. 67:471-482 [Dec.] 1951). 

Dr. NrvitLLE Kirscu: I wonder if tuberculosis 
verrucosa cutis was considered and ruled out. 

Dr. Harvey B. ANsELL: No bacteriologic 
studies were done, but there were four different 
biopsies. Nothing about the histologic picture 
resembled tuberculosis. A big, verrucous lesion 
covering the entire dorsum of the thumb spon- 
taneously involuted within a period of two weeks, 
and that, I think, is a bit against tuberculosis. 
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Dr. Mauray J. Tye: She has some lesions in 
the ear which look like filiform warts. I would be 
interested in seeing a pathologic report on those. 


Dr. ALFRED HOoLLANDER: I believe the lesion 
shown today represents verruca vulgaris, and that 
the lesions on the hand one or two years ago were 
verrucae vulgares. I recommend a restudy of the 
slides, because the general pathologist is not always 
able to differentiate keratotic lesions such as 
keratoacanthoma, verruca vulgaris, and squamous- 
cell epithelioma in situ. 

Dr. Joan ADAMS JR.: If this is keratoacan- 
thoma, to me it would be a rather atypical one. 
This lesion occurs as a single one generally. I 
don’t recall ever having seen three adjacent lesions 
of keratoacanthoma like this. I would be very 
suspicious of some bacterial infection, and cultures 
have not been taken. Some of the anaerobic 
organisms can produce this type of lesion. From 
the picture, I think the one on the thumb several 
years ago is compatible with infection by certain 
types of anaerobic organisms that spread under 
the skin and leave an undermining border. Also, 
healing in a short time would to me be a little 
more in favor of an infectious process of a 
bacterial nature than of keratoacanthoma. Kera- 
toacanthoma usually lasts longer than several 
weeks. 

Dr. Harvey B. ANSELL: Much has been written 
in the past few years about keratoacanthoma. 
In the foreign literature a diagnosis of multiple 
self-healing squamous epithelioma of , Ferguson 
Smith is usually favored for multiple lesions, 
and keratoacanthoma or molluscum sebaceum for 
solitary lesions. The fact that this patient has 
presented both types, and today presents both the 
button-like lesion, described as being typical of 
the solitary keratoacanthoma, and the verrucous 
tumor, which fits more into the Ferguson Smith 
type, would tend to favor the suggestion of Ereaux 
and others that they are different forms of the 
same condition. 


Chronic Tophaceous Gout. 
Joun S. Srrauss. 


Presented by Dm. 


A woman aged 54, an office supervisor, was 
admitted to Lemuel Shattuck Hospital on Dec. 
9, 1959, with a two-year history of periodic arthritic 
attacks affecting the joints of the shoulder, hand, 
knee, and foot, treated intermittently with acetyl- 
salicylic acid and oral steroids. There was no 
history of fever, myositis, or edematous, erythema- 
tous cutaneous eruptions. Ten months before ad- 
mission the patient noted the development of firm, 
nontender, yellow subcutaneous nodules, several 
millimeters in diameter, on the distal flexor aspects 
of both thumbs. Since then, multiple similar sub- 
cutaneous nodules have developed on distal flexor 
aspects of all fingers and the right knee. Two 
months prior to admission she suffered from 
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episodes of pain, swelling, and tenderness of both 
great toes. Her father had gout. 


On admission the ankles, knees, and wrists were 
swollen, warm, tender, and painful. There was 
fusiform swelling of the right third and fourth 
proximal interphalangeal joints. No hepatomegaly 
or splenomegaly were noted. 

The patient now shows multiple firm, nontender, 
yellow subcutaneous nodules, several millimeters 
in diameter, on the distal flexor aspects of all 
fingers and the right knee. There are no nodules 
elsewhere, and no other cutaneous eruptions. 


The hemoglobin was 10.4 gm. per 100 cc, 
hematocrit 34, and the white cell count ranged from 
5,200 to 10,400, with normal differential counts. 
Urinalysis showed no abnormalities. Total serum 
proteins were 6.5 gm, with albumin 3.7 and 
globulin 2.8 gm. The latex fixation test was nega- 
tive. Multiple determinations of the serum uric 
acid gave values of 5.2 mg., 5.5 mg., 6.6 mg., and 
11.8 mg. during an acute arthritic attack of the 
left big toe. 


Roentgenograms of the chest, ankles, and knees 
were essentially normal. Roentgenograms of the 
hands showed degeneration of the articular car- 
tilage and porosis of the periarticular bone of 
several interphalangeal joints (said by the radi- 
ologist to be the appearance of rheumatoid arth- 
ritis). 

The patient was treated with acetylsalicylic acid, 
phenoxene, Benemid, and daily physiotherapy, 
with gradual improvement, and she was essentially 
asymptomatic on discharge. 

Biopsy of a subcutaneous nodule from the right 
second finger showed material in the corium with 
unusual staining properties. The epidermis was 
not particularly remarkable except for slight to 
moderate atrophy directly overlying the focus. 
The usual dermal architecture was almost com- 
pletely replaced by large groups of amorphous- 
appearing pale-staining substance which under 
higher magnification suggested sheaths of needles 
or clefts, somewhat unstained. In other foci, smaller 
clumps of this material were present and sur- 
rounded by a more basophilic collagen than normal. 
Attempts to demonstrate uric acid crystals histo- 
chemically were futile, but the specimen had been 
fixed in formalin rather than absolute alcohol 
which is usually necessary. Diagnosis: Unequivocal 
gouty tophus (Herbert Mescon, M.D.). 


Discussion 


Dr. JoHN S. Strauss: One of our reasons for 
presenting this patient is the rarity of finding this 
type of lesion in this location. Dr. Harriet James 
asked Dr. Bartels of the Lahey Clinic, who has 
undoubtedly seen more gout than anybody else 
in the area, about this. In 1,300 cases of gout 
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he has seen one patient who presented similar dud ; 


miliaria-like lesions on the tips of the fingers. M 


Dr. Hersert Mescon: I think these slides are - 
self-explanatory. 'This was the hematoxylin and | 
eosin stain. We tried special histochemical stains - E- 
for uric acid, but the tissue had already been fixed - i 
in formalin, a water fixative, with the result that | de 
the crystals of uric acid were dissolved into the b, 
water, so that we could not confirm its presence si : 
However, the H. and E. stains show the hollow . 

A 
clefts where the crystals were, in sheets and i A 
bundles. I think pathologists would accept this x. 
slide as being diagnostic of gout. no^ 


Basal-Cell Nevi. Presented by Dm. Jonn s 
STRAUSS. 


A woman aged 30, a Caucasian secretary, has 
had lesions on the face and scalp for 20 years. 08 
Numerous small, raised, papular cutaneous lesions E 
first developed in the midline of the face (nose, z F 
glabella, nasolabial areas, chin) in the early pe. 
pubertal period. The facial lesions were electro- ` 
desiccated by a dermatologist when the patient was | 
14 years old. They gradually returned and were. E 
removed again by superficial electrodesiccation six — ` 
years ago. Four small papular lesions developed p. 
on the scalp in 1956. These were excised by a - i 
surgeon and reported as basal-cell epithelioma. - 3 p 
Over the last six years the papular lesions have | 
recurred again on the face in the same locations. 
There has been no ulceration or bleeding at any 
time. 

On the nose and adjacent areas (glabella, naso- | 
labial folds) there are multiple small, raised, firm, 
flesh-colored nodular lesions measuring up to about — 
5-6 mm. in diameter. The rest of the skin and = 
scalp are now clear. Et 

Biopsy of lesions from the scalp and nasolabial | 
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skin showed basal cell epithelioma with adnexal De 
features consistent with basal cell nevus. d 
m. 

Discussion (Vg - 

pr 


Dr. Herbert Mescon (demonstrating slides) : 
This is a lesion of the scalp taken four or five. 3 | 
years ago, at which time the surgeon took about 
five such biopsy specimens and became excited 
because of the diagnosis of multiple basal-cell | 
carcinomas. The slide was sent to me for an 
opinion. I diagnosed it as basal-cell epithelioma, - 
but stated that because there were so many 
there was probably some sort of nevoid background. 


Dr. THoMaAs B. FrrzPATRICK: This is an ex- ~ 7 
ample of basal-cell nevus, as described by Howell - A 
and Caro (Howell, J. B., and Caro, M. R.: The 
Basal-Cell Nevus, A.M.A. AncH. Dermat. 79:67, ——. 
1959). Several months ago I saw a young girl - 
in the Oregon Home for Mental Disease with what 
I presumed to be a rather typical example of  - 
epithelioma adenoides cysticum. To my surprise, 
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- the histologic sections of lesions removed from her 
P trunk were  indistinguishable from  basal-cell 
— carcinoma. It was not until I heard Dr. Howell's 
paper at the meeting of the American Dermato- 
, K brica Association in June, 1958, that I was aware 
— that the term “basal-cell nevus” was used for this 

. condition. Howell and Caro believe that the lesions 
~ on the nose and eyelids should be removed to pre- 

E vent destruction of the eyelids, nose, and eyes. I 

3 am confused by the term “basal-cell nevus”; if 

— the histology is that of a basal-cell carcinoma, 

- then little is to be gained by calling the lesion 

a basal-cell nevus. 

E Dr. Jonn S. Strauss: Certainly I will agree 
T with Dr. Fitzpatrick that the picture at the present 
E = moment is very confusing. This probably is a 
— wariant of trichoepithelioma. In reviewing Caro 

a and Howell’s paper very closely, it is difficult to 

d define the actual criteria for the description of 
E malignant degeneration in some of the lesions. I 
" think they considered ulceration as a sign of 
—- malignancy; if ulceration was not seen, the lesions 
- were not considered malignant. The problem is 
E: - how to treat this woman at the present moment. 

- Are all of these lesions to be removed, or are 
= the to be left there? What are your criteria for 
calling them malignant or benign? Judging by 
- F her history, clinical appearance, and course, I 
.. would consider them to be benign. 
« oa 


E ; If they are to be removed, what is the best 
d. E method? This woman came to me for derma- 
- brasion, but I am not in favor of that modality 
E - for these lesions. 
x Dr. Pamp McCartuy: I have followed a 
EM pousser. patient for seven years, and I have tried 
p, p aning localized areas. Others I have curetted 
htly, and they have all promptly returned. At 
E. 3 was there any ulceration. At no time 
E did they act in any way like a malignant tumor. 


E. Under the microscope you could see that these 
~ extend at least to the mid-dermis, so that if even 
E one lesion was to be removed you would theo- 
[o retically have to go reasonably deep, whether by 
E planing, curettage, or other means. 


E Dr. Francesco RowcHrsE: I don't remember 
M - whether the cases described by Caro and Howell 
were declared malignant from the beginning, or 
b whether they were so designated*only after they 
had recurred, and because they did not respond 
i 1 E49, therapy. 

Dr. Joun S. Strauss: Several of the patients 
that Caro and Howell described had other as- 
E is ‘sociated ectodermal or mesodermale defects; in 
particular, several had mandibular or maxillary 

k cysts, and some had abnormalities of the ribs. This 

— woman has none of these changes; and certainly 
— . she has no mental defects or any other clinical 
-- signs to suggest epiloia, as has been mentioned by 
EV someone. 
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Carcinoid Syndrome of Small Taaie with 
Metastasis to Liver. Presented by Dr. HER- 
BERT MESCON. 


A woman aged 37 was previously presented 
before this society about a year ago. She had been 
in apparent good health until 1955, when she noted 
the onset of an eruption on the butterfly area of 
her face, which was made worse by sunlight. In 
addition there was periodic flushing of the face, 
pounding headaches, weakness, and faintness. In 
1955, because of excessive menstrual flow, she 
was admitted to a hospital for dilation and curet- 
tage. On the basis of her eruption and three 
positive L.E. preparations, a diagnosis of dissemi- 
nated lupus erythematosus was made. Shortly 
after discharge diarrhea, melena, and syncope de- 
veloped, and she was readmitted. At this time she 
was found to have hepatosplenomegaly, and electro- 
cardiographic findings were consistent with peri- 
carditis and myocarditis. She was admitted to 
Lemuel Shattuck Hospital on April 14, 1959, where 
she was found to have cardiomegaly, Grade 2 
apical and basal systolic murmurs, and a Grade 2 
early diastolic blowing murmur heard along the left 
sternal border and at the pulmonic area. Physical 
examination revealed an enlarged nodular liver. 
During hospitalization she had several episodes of 
flushing, chest pain, dyspnea, and vague abdominal 
pains which were crampy in nature. 

There is a reddish-violet, telangiectatic eruption 
involving the butterfly areas of the face. During 
periods of emotional stress the patient shows pro- 
fuse flushing involving the entire face and neck. 
Physical examination disclosed an enlarged, nodular 
liver. 

Laboratory Data: The hemoglobin was 10.4 gm. 
with 4,250 white blood cells and a normal differen- 
tial count. The erythrocyte sedimentation rate was 
35 (uncorrected). The platelet count was 316,000. 
Urinalyses showed a specific gravity varying from 
1.001 to 1.010, albumin from 0 to 2+, and a micro- 
scopically unremarkable urinary sediment. The 
Hinton reaction of the blood was negative. The 
bilirubin was 0.4 mg. and alkaline phosphatase 
5.5 Bodansky units. Sulfobromophthalein retention 
was 2%. The prothrombin time was 15.4 seconds 
(71%). Four L.E. preparations and the latex 
fixation test were negative. 

Chromatographic analysis of the urine revealed 
the presence of 5-hydroxytryptophan, serotonin, and 
5-hydroxyindoleacetic acid. Studies for 5-hydroxy- 
indoleacetic acid excretions showed increased values 
of 800-1,600 mg. a day (normal 2-9 mg/day). 
C-14-labeled tryptophan administration resulted in 
recovery of C-14-labeled 5-hydroxytryptophan from 
the urine (Lancet 2:1002 [Dec.] 1959). 

The patient was treated with courses of isoniazid 
and desoxypyridoxine with the hope of blocking 
serotonin excretion. Treatment was without effect, 
as measured by 5-hydroxyindoleacetic acid excre- 
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tion, frequency of episodes of facial flushing, and 
progressive increase in the size of the liver. 


DA. 
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Discussion 


r 


Dr. HERBERT Mescon: This patient is presented 
i only because we showed her a year ago as a case 
of lupus erythematosus with two positive L.E. 
preparations at Beth Israel Hospital, a diagnosis 
which was generally accepted. The histologic pic- 
ture of the skin was nondiagnostic. She had a 
lot of basophilic collagenous degeneration of the 
upper dermis. Since then a large liver was felt, 
and biopsy of the liver confirmed the diagnosis of 
? metastatic carcinoid, as did chemical and endocrino- 
4 logic studies. 

Dr. G. RosERT BALER: I think this patient could 
have two diseases, systemic lupus erythematosus and 
carcinoid. She has a history of joint pains, which, 
to my knowledge, is not a typical finding in the 
carcinoid syndrome. She has also had a low white 
blood cell count and a history of three positive L.E. 
preparations. These findings certainly indicate 
systemic lupus erythematosus. The persistent 
butterfly rash on the face is found with both 
diseases. 

Dr. Mauray J. Tye: I didn't see in the protocol 
that she had had a biopsy of the liver. 

Dr. Hersert WHITE (by invitation): She had 
a biopsy of the liver which showed definite changes. 

Dr. Mauray J. Tye: In 1957 she developed a 
chronic bowel problem for which all fruits except 
banana were stopped. She has been advised to 
eat banana frequently. Banana can give one a 
| false-positive 5-hydroxyindoleacetic acid reaction. 
— — [ wonder if that was considered, and whether she 
| was on a banana diet before she had this test. 


Dr. HrRBERT Mescon: She was in the hospital 
at least six or eight months before this was 
suspected, and on a regular hospital diet. 


Dr. Mauray J. Tye: She told me she had been 
on a banana routine, 

Dr. Hersert WHITE (by invitation): I think 
this is a very interesting case in that the investi- 
gators working on it were able to demonstrate by 
chromatography tryptophan, serotonin, and  5- 
hydroxyindoleacetic acid. In addition, she is the 
first human being in whom the transition step in 
the degradation of tryptophan to hydroxytrypto- 
phan, 5-hydroxyindoleacetic acid was demonstrated 
during radioactive isotope techniques. Her case 
was reported in this past December issue of Lancet. 
I think the 5-hydroxyindoleacetic acid levels in her 
case are far too high to have been caused by 
bananas. 

Dr. HERBERT Mescon: The facial eruption varies 
considerably in intensity. 

Dr. JOHN S. Strauss: This case was presented 
to a visiting physician who had seen a similar case 
at the National Institutes of Health, which prac- 



































tically mimicked this one. It was their impression - 
that anybody who has had as long-standing a "er 
of increased serotonin as this patient has had will 
get some permanent telangiectatic changes in ad- 
dition to the characteristic flush. Today she was not. E 
nearly as flushed as we have seen her. Her flush — 
has cleared almost completely on various Occasions, - 
and if her liver, which is grossly nodular, ds | ^d 
palpated the flush will increase very definitely. 


Ulcerative Colitis with Pyoderma Gangrenosum. - 
Presented by Dr. HERBERT MESCON. | E 


A white man aged 35, engineer (desk worker d 

is presented from the Massachusetts Memorial. d 
Hospitals with pyoderma gangrenosum involving 3 
the feet, legs, and thighs, of three years’ duration. 
He has also suffered from ulcerative colitis for 18. 3 
years. This was relatively mild until two or three _ 
years ago, at which time the diagnosis was made. 
He has had intermittent attacks since then. He . 
has been on steroid medication since July, M 

A perirectal abscess, developed at that time, we 
treated with surgery, with subsequent improvement 
Three or four years ago about six red spots E 
appeared on the legs, lasted a few months, and | 
left little scars. The patient had no active colitis - 
at that time. Two and one-half years ago, during “3 a 
an attack of colitis, numerous red spots appearel gt A 
and subsided. One year ago he suffered another 
bout of colitis accompanied by new cutaneous 
lesions, which cleared in two months as the colitis . 

improved. In July, 1959, he had mild colitis, bat 
the rash on his legs was extensive. He was given - 
prednisone therapy, following which the colitis be- — N 
came asymptomatic but the rash continued to seta E 
worse until six weeks ago. He was then 10 E 
pitalized on bed rest and prednisone oa € 

he has improved markedly. es 


On admission there were about 20 pi bla ick 
necrotic lesions on the legs, from 0.5 t in 
diameter, as well as healed scars. The lesions has ave 
gradually improved during the last six weeks, so + 
that now only hyperpigmentation and scarring ‘a 2 
main. bU E 
A vaccine made from the intestinal A and E 
skin lesions, injected subcutaneously into controls . 
in varying dilution, caused minimal to moderate < 
reactions lasting four days at a dilution of 1:10. E. 
In the patient himself, dilutions from 1:10 to 1:1 a 
on both arms and legs produced necrotic, Wo i 
crusted lesions with surrounding erythema, starting d 
with minimal vesiculation and becoming indistin- - Td t 
guishable from the lesions of the disease. An im- — - 
jection of diphtheria toxoid produced a ^ " 
reaction, but the lesion healed in 10 days. At ~~ 
no time did it resemble the others. When 50 mg.  - 
of hydrocortisone was injected with the vaccine it — ^ 
failed to prevent or alter the development of a M 


lesion, as compared with a simultaneous control 
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- .  Biopsy showed a deep, necrotic lesion extending 
E into the fat, with some foci of abscess formation. 


E There® was thrombosis of arteries, hemorrhage, 
E and acute inflammatory reaction with perivascular 
E = lymphocytic and polymorphonuclear infiltrate ex- 


a 
D 


tending into the vessel wall. Biopsy of a six-hour 
experimental lesion also revealed a perivascular 
E por eprotytic and polymorphonuclear infiltrate ex- 
= tending similarly into the wall of the vessel. The 
T je E histologic diagnosis on both specimens was pyo- 
. derma gangrenosum. 
- . Local antibiotics were without effect. Steroid 
— therapy (up to 40 mg. of prednisone a day) was 
without effect on the cutaneous lesions. Bed rest 
and elastic stockings appeared to give most relief. 


Em - 


ji Discussion 
Dr. Herspert Mescon: The slides demonstrated 
- show the lesions when they were starting to 
~ .involute to some extent. 
E We do not know the cause of this vasculitis. 
=$ I 'The gastroenterologists prepared a vaccine with us 
p . from his stool and skin lesions. This was injected 
_ intradermally, starting with a dilution of 
- 1:1,000,000. At a dilution of 1:10 he developed 
E. | suÉgestive lesions. At 1:1 lesions developed which 
— — were indistinguishable from the spontaneous ones. 
i a We injected boiled milk, saline solution, diphtheria 
Bs a toxoid, and tuberculin, and these did not produce 
E . any typical lesions. He did have a hyperreactive 
—— Schick test, but the lesion in no way resembled 
- . the other lesions that we saw, and disappeared 
D. within a matter of 10 days. 
^ Now, the first question is to define the role of 
vom these stool bacteria. Is this a reaction specific for 
EN this type of patient, or are these nonspecific 
| reactions? Question 2 concerns the relationship 
. between the flares of colitis and the cutaneous erup- 
tion, His colitis was under control with 10 to 15 
E E mg., or 20 at most, of prednisone (Meticorten). 
-, Yet in his last episode, even though his colitis was 
~ under control, he had this marked exacerbation of 
í the lesions on the skin. Because the spontaneous 
* lesions occurred only on the legs, we introduced 
v the vaccine into the skin of legs and arm, and 
~ lesions were produced in each instance. Then we 
- injected 50 mg. of hydrocortisone with vaccine 
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E. . ‘ : 
dá = into two parallel lesions, 50 mg. of hydrocortisone 
— with vaccine into two test sites, and vaccine without 
= hydrocortisone into two other sites. There was no 
; ^um E 
4 | difference in the results. 
V. There is considerable literature to show that in 


Eo nimiis, at any rate, experimental Shwartzman 
reactions are aggravated by stergids, and the 
== question comes up, is this the human counterpart 
EM of a Shwartzman reaction? (Rostenberg, A. R.: 
— Brit. J. Dermat. 65 :389-405, 1953.) Even if it is 
.. not, are the bacteria playing a role, and is the 
* . steroid one of the things that are making him 
" react in this manner? 
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DR. Jonn L. FroMer: We have seen a large 
number of patients with ulcerative colitis over the 
years, and this type of complication develops in 
only a small percentage. It seems to me that the 
complications of urticaria or pyoderma and pyo- 
derma gangrenosum occur as a rule in patients 
with severe ulcerative colitis. The only patients 
I have seen in whom the course of the cutaneous 
eruption was affected in any way were those in 
whom adequate colectomy had been performed, 
which you might say removed the source of antigen 
in these patients. 

People with ulcerative colitis show other mani- 
festations of allergic reactions, such as urticaria 
and, erythema nodosum. 

I have tested these patients with old tuberculin 
and purified protein derivative with negative results 
and no reproduction of any permanent papule that 
resembled the original or spontaneous disease. 
Therefore, the result in this case is very interesting. 
The patient has not had a colectomy. His disease 
was not active symptomatically but, as I understand 
it, the bowel did not appear normal on proctoscopic 
examination. I think these studies should be 
pursued. 

Dr. Hersert Mescon: The stool vaccine injected 
into myself and also into Dr. Konrad Soergel, a 
gastroenterologist, produced no more than a two- 
day lesion at a dilution of 1:10. At 1:1 Dr. Soergel 
had a minimal reaction, whereas I developed a 
severe necrotic reaction similar to that of the 
patient, which lasted four weeks. 

Dr. Nevite Kirscu: Brunsting and Perry re- 
ported in the ARCHIVES a rather extensive series 
of cases of pyoderma gangrenosum at the Mayo 
Clinic which they followed for several years. In 
their opinion, salicylazosulfapyridine (Azulfidine) 
was the best remedy. Many of these cases are 
associated with ulcerative colitis. It is not unknown 
to have the ulcerative colitis quiescent clinically 
and still have septic foci get to the skin and pro- 
duce an allergic reaction there. Bacteriologically 
speaking, it is the so-called Shwartzman phe- 
nomenon. 

Rostenberg's article in the British Journal of 
Dermatology described a means of producing the 
Shwartzman phenomenon by giving a_ bacterial 
filtrate intradermally as a preparatory dose, and 
24 hours later giving it intravenously. The Water- 
house-Friderichsen syndrome has also supposedly 
been produced in the same manner, and bilateral 
renal necrosis has likewise been described as a 
Shwartzman reaction. This is only one of several 
ways of explaining the pyoderma gangrenosum 
lesion. I think a great deal of experimental bac- 
teriologic work is necessary. 

Dr. GustAve Sigor: I followed a 15-year-old 
boy who had a large ulceration on the medial aspect 
of his ankle for a year. This defied all sorts of 
local and systemic therapy, including large doses 
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of steroids. We were not able to make an exact 
diagnosis until he developed gastrointestinal symp- 
toms about a year after the ulceration appeared. 
A diagnosis of ulcerative colitis was then made. 
On sulfisoxazole (Gantrisin) therapy his colitis 
has been brought under control, and for the first 
time his ulceration has completely healed. 


Herpes Gestationis. Presented by Dr. ARTHUR 
S. SPANGLER. 


A. white housewife aged 31 developed an intensely 
itching eruption on her arms, legs, and trunk about 
three months ago, approximately four weeks after 
she became pregnant. She had no similar difficulty 
during two previous pregnancies, 14 and 3 years 
ago. 

There are widely scattered, excoriated papules 
on the arms, legs, upper part of the chest, and 
upper and lower parts of the back. 

Laboratory Findings.—Dec. 21—Chorionic gonad- 
otropin (24-hr. urine) positive at 25,000 units, 
negative at 500,000 units; Jan. 7—positive at 
1,000 units, negative at 25,000 units. 

Sulfapyridine, up to 2.0 gm. daily, was given for 
one week, with no effect. Intravenous infusion of 
100 mg. of hydrocortisone was followed by clearing 
of the eruption for five days. 


Discussion 


Dr. Mitprep Ryan: I don't see how a diagnosis 
of herpes gestationis was made in this case. The 
woman has never had any vesicles. The cases 
I have seen usually develop the eruption late in 
pregnancy. I think we often see itching of the 
skin in pregnant women. It starts fairly early 
and clears up when the pregnancy terminates. 

Dr. CrLEvELAND R. Denton: The woman says 
she is Rh-negative, and Cawley has reported cases 
of herpes gestationis in Rh-negative mothers. 

Dr. Herspert Mescon: Is the baby always Rh- 
positive in those cases? 

Dr. CLEVELAND R. DENTON: This woman's 
baby is Rh-positive, and that has been the case 
in Cawley’s patients. 

Dr. ARTHUR S. SPANGLER: As you know, herpes 
gestationis is a very rare disease, occurring statisti- 
cally about once in every 5,000 pregnancies. My 
special interest in this disease has covered the last 
five or six years. I have collected 11 cases, which 
are certainly not enough to make a statistical study. 

My impression is that the typical case of herpes 
gestationis recurs in each pregnancy, as Dr. Ryan 
stated, and usually the eruption develops in the 
fifth or sixth month. Immediately after the birth 
of the baby the itching stops; the eruption clears, 





and two or three days later they are perfectly feci 
Lamb in Oklahoma found an elevated mess 
gonadotropin in the last trimester. The usual pd 
level of chorionic gonadotropin is less than 5,000 — 
units, and we have found levels of 500,000 1 units. - A. » 
I use this as one of the diagnostic criteria now. - ES 


Another difference is the lower plasma level of | ak 
hydrocortisone. In the last trimester of pregnancy, 
with other cutaneous diseases as well as in normal È 
pregnancy, we have found levels ranging from Y 
30 to 70. In cases of herpes gestationis we havens 
found levels of 10, 11, and 12. 


The last finding is a complete difference in the $ f 
4 ^ 
hydrocortisone tolerance of these women. One - 


hundred milligrams of hydrocortisone is given intra- 
venously, and a curve, taking levels at 15 minutes, - S 
30 minutes, 2 hours, and 4 hours, is obtained. — 
During the last trimester of pregnancy in normal | 

women and in those with other cutaneous diseases, E 
the half-life of hydrocortisone is 200 minutes. In — 
this disease we have found levels of 100, 120, and ` 
130 minutes. P ; 


Neurofibromatosis. Presented by Dr. Joun S. STRAUSS. c 
A Case for Diagnosis (Lupus Erythematosus? Sarcoid? — — 


Collagen Disease? Eosinophilic Granuloma? Lymphoeytie 
* Ne c 
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Infiltration?). Presented by Dm. Jurivs Picarp. ie 
Keratosis Palmaris et Plantaris (Brauer-Buschke). a 
sented by Dr. Davip W. Foran Jr. EC 


gis 


A Case for Diagnosis (Subacute Disseminated Lupus: 
Erythematosus? Chronic Discoid Lupus Erythematosus?). pi- 
Presented by Dr. HERBERT MESCON. E 

Keratosis Follicularis. Presented by Drs. JOHN Sa Srrauss = 
and Davip W. Foran Jr. - 

Lichen Sclerosus et Atrophicus. Presented s Di. G. G ^2 
ROBERT BALER. En E 

Dermatitis Herpetiformis. Presented by Dr. Hoi " 
MEscon. & 

A Case for Diagnosis (Lichen Nitidus? Tuberculid?). Pre. à E- 
sented by Dr. ArtHuR B. Kern. ay : 

Aene with Hypertrophic Scarring, Postsandpapering. Pre- "LEN 
sented by Dr. HERBERT MEscon. p 

Hemochromatosis. Presented by Dr. Jouw S. STRAUSS. -q 

Generalized Progressive Scleroderma. Presented by Dr. | 

B 
V 


A 


Joun S. STRAUSS. 
Epithelial Nevus. Presented by Dr. Jonn S. STRAUSS. 
Cutis Hyperelastica (Ehler-Danlos Syndrome). Presented x 

by Dr. Maunav J. Tye. E- 
Afebrile Nonsuppurative Panniculitis. Presented by DR. 3 

Mauray J. Tye. 7 
Carcinoma (Sweat-Gland?), j 

Nodes, Lungs, and Liver. 


with Metastases to Lymph 
Presented by Dr. HERBERT  — 


MESCON. 
A Case for Diagnosis (Lymphocytosis Cutis Following 3m 
Insect Bite?). Presented by Dr. HERBERT MeEscon. Ee. 


Granulomatosis —Disciformis Chronica et 


Progressiva — 


(Miescher). Presented by Dr. MAYNARD LENDER. J; 
Parapsoriasis Guttata. Presented by Dr. HERBERT MESCON. & 
Keratosis Follicularis. Presented by Dr. Wirtiam J. —— 

MACDONALD. Bx 
A Case for Diagnosis (Alopecia Congenita with Family E 3 


History of Ectodermal Dystrophies? Monilethrix? Tri- . 
chorrhexis No@osa?). Presented by Dr. Mauray J. Tye. — - 


213/463 









q | NEW YORK ACADEMY OF MEDICINE, E 


P5 we 


Nathan Sobel, M.D., Chatman M 
E B Peatrice Kesten, M.D., Secretary i 


3E _ March l, 


uL 


x iagnosis:  Epidermolysis Bullosa Acquisita 
: a (Tardive)? Presented by Dr. Jesse A. Tor- 
7 _ MACH, — 
E Ec “History: A Negro woman, aged 39, complains of 
e - an eruption which has been present on her hands 
T Pe for.about two years. The eruption was preceded 
E- . by painful swelling of the finger joints, which was 
à E diagnosed as rheumatoid arthritis. It is difficult to 
A Obtain an accurate history of the appearance of 
the initial eruption, but on two occasions a small 
= bulla was noted on two of the sites of eruption, 
. allegedly after trauma. The patient imbibes a 
E . moderate amount of alcohol. 
E. © Physical Examination: The skin over all of the 
p š E udlrarpophalanizeal joints and, with the exception 
Et the thumbs, over all of the proximal inter- 
.. phalangeal joints is involved. On these sites, there 
E are small, yellowish waxy irregular-shaped patches 
- consisting of milia-like conglomerations and 
$ Exonring. ` 
E . Laboratory Findings: Microscopic examination 
3 _ showed a thickening of the epidermis with an 
irregularity of the surface contour. Hyperkeratosis, 
~ hyperplasia of the granular layer, and slight 
-acanthosis were present. In the dermis, there were 
E multiple horn cysts, perivascular infiltration of 
— lymphocytes, plasma cells, mononuclear cells, oc- 
.  casional neutrophiles and a focal collection of 
E  multinucleated giant cells of the foreign body and 
-. Langhan's type. The histologic diagnosis was 
* 5 . chronic dermatitis with keratin cysts (milia). 


E Other Laboratory Findings: The total protein 
-— was 6.6%, albumin 4.5% and globulin 2.1%. The 
_ eephalin flocculation test was negative. The blood 
a . cholesterol (total) was 206 mg. and the urea 
 mitrogen 12.7 mg. The serologic test for syphilis 
7. was negative. diu sedimentation rate on April 9, 

E 1958, was 71 mm.; on Dec. 28, 1959, 22 mm., and 
| | on Feb. 15, 1960, 58 mm. in one hour. Exxamiria- 
» tion for uroporphyrin was negative. Complete blood 
~ counts and urinalyses were negative. 


+ 















Discussion 


= Dr. Broow: The location of the lesions on the 
EC d knuckles suggests, at first glance, the diagnosis of 
— extracellular cholesterosis. However, we are deal- 
- ing here with a clinically dry granuloma resembling 
— . a type of epidermolysis bullosa. The acquired cases 
| are usually of a severe dystrophic tvpe in contrast 


- to the simple type with which we are dealing here. 


m 

E. Submitted for publication May 6, 1960. 
TE 

E. 214/4064 


Ds - UO ie ira: 
2 £z : 
E linde A AND SYPHILOLOGY 
d ^ ^ 


< Sr 
Ero 


DCN 


The fact that this eruption appeared later in life 
and without other members of the family affected 
suggests an acquired type of epidermolysis bullosa. 
If incited by drugs, it is usually preceded by a 
generalized erythema multiforme-like eruption 
which gradually changes into epidermolysis bullosa. 

Dr. Netson: I agree with the diagnosis and, in 
general, with Dr. Bloom's comments. I wonder 
if Dr. Tolmach would make repeated examinations 
for porphyria. 

Dr. CHAnLES Worr: I entertain the diagnosis 






of epidermolysis bullosa acquisita because of the  - 


milia. 

Dr. BrnNsTEIN: I think this is epidermolysis 
bullosa. A bulla is present on the right elbow 
which appeared after injury. 

Dr. Sopet: The hands have a very typical ap- 
pearance of extracellular cholesterosis. However, 
none of the other features that go with extra- 
cellular cholesterosis are present, and most of the 
patient's lesions are scarred. I have seen other 
cases of epidermolysis bullosa that also had scarred 
lesions that resembled extracellular cholesterosis. 
In the latter disease, lesions occur on the legs and 
the forearms and large erythema multiforme le- 
sions develop which ulcerate, but this is not the 
course in this case. Therefore, I believe the diag- 
nosis is as presented. 

Dr. TorMAcH: Extracellular cholesterosis was 
ruled out by histologic examination. The possibility 
of porphyria cutanea tarda was considered but not 
proved. Further examinations in that direction 
will be made. A new bulla was noted over the 
right elbow this evening. At present, on the basis 
of the appearance of bullae after trauma and 
the presence of milia and scarring at the sites of 
old lesions, the most tenable diagnosis is epi- 
dermolysis bullosa acquisita. 


Diagnosis: Adenocarcinoma—Metastatic. Pre- 
sented by Dr. LrsrreE P. BARKER. 
From: St. Luke’s Hospital 


Patient: Man, American-Italian, age 47 


Complaint: Erythematous swelling on the left 
side of the neck of seven months’ duration 


History: The patient noticed a "tickling" sensa- 
tion on the left side of the neck about one year 
ago. In August, 1953, he developed a small nodule 
below the left angle of the mandible. In November, 
1953, he was admitted to ENT Service of St. 


Luke’s Hospital for a biopsy of the lymph node. 


because of an indurated lesion over the left side 
of the neck. 
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He was seen in the Dermatology Clitiic didi the ©. 
first time on Feb. 8, 1960, where he presihtek ir ‘ao 
himself with a large bluish-red plaque on the left — 


side of the neck and numerous nodular infiltra- 
tions on the left supraclavicular region. The pa- 
tient has had mild pain in the involved area for 
the past four months. 


Description: Just below and behind the angle 
of the jaw on the left is a bluish-red, hard, rubbery 
mass about 52.4 cm. in diameter that involves 
the skin and is fixed to the underlying sternocleido- 
mastoid muscle. There is a chain of infiltration 
extending down along the muscle to the shoulder, 
where several infiltrated plaques are present. These 
lesions are in the skin, more superficial, and the 
surface feels granular. General physical examina- 
tion is normal. 


Laboratory Findings: S.T.S. negative. Hgb. surface of the lesion appeared normal, except for i E 
111% (160 gm.); WBC 11,500; polymorpho- a brownish color. There is no induration, in fact t, 
nuclears 43%, monocytes 0, eosinophils 896; the surface feels softer than the surrounding ski 
platelets 192,000. Hematocrit 46%. Urinalysis There is a follicular hyperkeratosis over 


within normal limits. Serum protein total 8.3 
(albumin 5.1, globulin 3.7). Blood urea 10-15. 
. Alkaline phosphatase 9.3. Acid phosphatase 3.5. 
Serum lipase—normal. 


X-Ray Examination: Chest and  neck—no 
pathology (November, 1959), February, 1960— 
Chest showed widening of upper right mediastinum. 
A mass density should be considered. 

Course: The induration on the left side of the 
neck has increased markedly. New lesions have 
occurred on the left supraclavicular region. 


























: and Pierini. Presented by Dr. Leste $ E 
BARKER. i 


From: St. Luke’s Hondi 
Patient: Puerto Rican woman, age 32 
Complaint : Patchy brownish discoloration on 
back, of five years’ duration ~~ 
History: The patient has had two- brow üsh- - 
colored patches on the back that have not, to her - 
knowledge, increased in size. The only  sensatior " P 
has been a slight intermittent burning and itching. E E 
She has never consulted a doctor cesa the le- 
sions have been almost asymptomatic. - 
Examination: On the back are two lesi ons 
over the right scapula 3.35 cm.; the o i 
7X4 cm. in diameter. Each lesion is dep 'essed, - 
with a sharp abrupt slanting border. The skin 


lateral part of the shoulder and deltoid region. — 

Laboratory Findings: S.T.S.—negative. CE Ai ; 
normal except for eosinophils 8%. Urinalyšis— 
essentially normal. Fasting blood sugar—85 mg. % a 

Biopsy: Sections of a cutaneous lesion of | 
“back” show a normal epidermis with normal P. 
epithelial appendage. A pronounced hyperpigmenta- - n. 
tion is present. In some sections, a very slight - : 
infiltrate is found around the hair follicles, espe- - ^x 
cially around the upper portion. The infiltrate - 
consists of lymphocytes and some histocytes. A — - 
similar infiltrate is present in the immediate _ 


Biopsies : Biopsy specimens from three different vicinity of the superficial blood vessels. Small | 
supraclavicular lesions: cutaneous metastasis of an cleavages in the epidermis and in the upper corium ~ 
adenocarcinoma. are considered as artefacts. The collagenous bundles — 

Treatment: Radiotherapy is being given. are in some sections more irregular than normal _ 


Note: Reexamination of the chest x-rays showed 
a possible metastasis in the eighth rib on the left. 


Discussion 


Dr. BERNSTEIN : I think this is a very important 
and interesting case referring to the skin and one 
can assume that he has adenocarcinoma of the 
skin, spread by the lymphatics. 

Dr. Perry Sacus: This is undoubtedly a meta- 
static anaplastic carcinoma. However, I feel that 
it might possibly be derived from a hypernephroma. 

Dr. SoBEL: These cases are seen very rarely. 
I have seen two cases within the past several years 
in which metastases, instead of being fairly lo- 
calized as in this case, were generalized. There 
were just nonerythematous nodules all over the 
body, both in comparatively young people. The 
source of the carcinoma was not determined. 

Dr. BARKER: This type of metastatic lesion is 
very rare. The original tumor may be in the 


= pancreas, lungs, prostate or other internal organ. 








A hemorrhagic infiltration between them is con- - 
sidered as an artefact. In some areas, the bundles | it 
in the deeper corium are slightly basophilic. The - 
elastic fibers are normal. It is not impossible that — 
there are less fibers present than normal, but the. d 
difference is not significant. Sa 

Diagnosis: Unusual case of circumscribed 
scleroderma? Idiopathic atrophoderma. a 
Discussion ‘ag E 


Dr. Canizares: This is not a difficult case dor -— 
differentiation. We had another case which began | 
at 20 years of age and remained unchanged E 
many years. Similar cases have been reported on 
the back and abdomen. The clinical part of this - 
case is practically classical, as we can see. Te d | 
patient has a*purple-colored border. The texture ES. A 
of the skin is soft. Sometimes, the hair follicles a 
are absent. There is no induration on palpation. a 
Sometimes, the patient complains there is a certain — x 
tingling or burning. The terrible thing about this — 
is that it goes on and on, Recently, Dr. Sachs. SA 
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consulted me as to initial changes in the affected 
— areas. When the patient is observed, more or less 


- classical changes are already present and, therefore, 
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—. Diagnosis: 


d . early changes in the skin cannot be noted. 


Dr. Perry Sacus: When I first saw Dr. 
Canizares’ cases, there was pronounced edema in 
the deep cutis and I felt this might be secondary 
to a panniculitis. This case presents little edema 


L in the deep cutis, but the elastic tissue in this 


area is fragile, broken up into small clumps and 
indicative of a deep atrophy. Clinically, this is a 
typical case. 


Dr. BARKER: The only symptoms this patient 


- experienced was burning and tingling in the le- 


sion. The lesions are sharply marginated depressions 


^with surrounding erythema. Histologically, the 
atrophic process occurs in the mid cutis with the 
epidermis intact. 


Poikiloderma (Civatte). Presented 
_by Jesse A. TOLMACH. 

History: A white woman, aged 51, has had an 
eruption on her neck and chest for about five 
to six months. She has not had any appreciable 


. exposure to the sun and does not use perfume, 
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toilet water, or perfumed powders. Her menopause 
— began six years ago. She is a blouse examiner 
and has been exposed to fluorescent light for the 
~ past two years in the course of her work. 

Physical Examination: A reticulated pigmented 
and telangiectatic eruption is present on the mid- 
portion of the upper part of her chest and on the 
anterior and lateral surfaces of the neck. The 
area of skin under the chin is spared. There were 
no pertinent findings in her general medical ex- 
amination. 

Laboratory Findings: Complete blood count, 
urinalysis, and serologic study for syphilis were 
negative. 


Diagnosis: Poikiloderma (Civatte). Presented 
by Dr. Jesse A. TOLMACH. 


History: A white woman, aged 46, has had an 
eruption on her neck and upper chest for about 
- five months. She does not use perfume or toilet 
water and has not had any appreciable exposure 
-to the sun. She is a machine operator and has 
been exposed to fluorescent light for a year, in 
the course of her work. Her menopause began 
four years ago. 

Physical Examination: An asymptomatic mottled 
erythematous, telangiectatic, and light-brown pig- 
mented eruption is present on the midportion of 
the upper part of the chest and on the sides and 
front of the neck, sparing the area*of skin under 
the chin. There were no pertinent findings in her 
general medical examination. 

Laboratory Findings: Complete blood count, 
urinalysis, and serologic test for syphilis were 
negative. 
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Discussion 


Dr. SLATKIN: The eruption in these two pa- 
tients is almost identical. Both have been exposed 
to uncovered low-hanging fluorescent lights over 
long periods of time. The distribution and the 
lesions point to ultraviolet rays as an important 
factor but may not completely explain it. 

Dr. Orruss: I think there is no question but 
that ultraviolet is involved because of the clear 
areas of skin under the chin and on the areas 
protected by clothing. 

Dr. CHARLES Wotr: I find it difficult to under- 
stand how ultraviolet can just limit itself to certain 
areas which this particular condition always in- 
volves, with the absence of pigmentation anteriorly. 
This condition always appears in the same pattern. 
We call this condition poikiloderma (Civatte). It 
is a classic type, and I cannot reconcile myself 
that ultraviolet has anything to do with limitation 
to sex generally or to the sharp definition of the 
affected areas. Search for some other factor might 
be informative. 

Dr. TorMacH: This is an old entity, the patho- 
genesis of which is still unclear. Both of these 
patients were seen within a short time of each 
other, and in both instances the skin changes ap- 
parently appeared after exposure to fluorescent 
light. The relationship of this exposure and the 
eruption is, of course, not necessarily proved. 


Diagnosis: Pityriasis Lichenoides Chronica. 
Presented by Dr. A. W. YOUNG JR. 


From: St. Luke's Hospital 

Duration: Six months 

Sites: Generalized (extremities and trunk) 

History: This 29-year-old Puerto Rican house- 
wife has an eruption which first appeared on the 
arms and forearms and has spread rapidly. There 
are no systemic symptoms, only little itching. 
There is a history of an eruption on the hands 
three years ago which cleared spontaneously. 
Family, medical, allergic, and drug histories are 
negative. Recently, the patient has been treated 
for cystitis and has been taking gantrisin. 

Examination: Over the trunk and extremities, 
are guttate, slightly elevated, and pigmented, scaling 
lesions. Some show pseudoatrophy. 


Laboratory Findings: Routine blood counts, 
sedimentation rate are normal The S.T.S. is 
negative. Chest film is normal. 


Biopsy: In the upper cutis, the blood vessels 
are dilated and there is a moderate diffuse exudative 
cellular infiltration. Blood cellular elements are 
present in some lumen. The epidermis is acanthotic 
and covered by a loosely laminated hyperkeratotic 
horny layer. There is parakeratosis in some areas. 


The basal cell layer is washed out. 
Diagnosis: Multiform erythema reaction—para- 


psoriasis. 





| SOCIETY TRANSACTIONS 


Discussion 


Dr. Gross: I agree with the diagnosis. The 
unusual feature is the prevalence of lichenoid 


papules and rather inconspicuous lesions of para- 


psoriasis guttata. 
Dr. Younc: We felt that, clinically, it was 
parapsoriasis and histologic study fits that diag- 


nosis. Dr. Canizares wrote on the subject of para- 


psoriasis some years ago. Would he have any 
suggestions to make; if he agrees with the diag- 
nosis of the case? 

Dr. SonEL: Dr. Canizares, wasn't calciferol ef- 
fective in young patients rather than older ones? 

Dn. CANIzARES: Not in children, not in the very 
young. I treated a patient, aged 25, with calciferol, 
and the lesions cleared in about two months. 


Diagnosis: Weber-Christian Disease. Presented 
by Dr. Jesse A. To. MAcH and Dr. Max Worr 
(by invitation). 

Patient: Puerto Rican, woman, age 40 

Family History: Irrelevant 

Past History: The present skin disorder started 
with the appearance of painful nodules on the 
right upper arm about eight months ago. Patient 
denies having received any type of injections into 
the involved area in the past. 

Present Examination: Jan. 13, 1960. On the 
outer aspect of the right upper arm, there is a 
10X8 cm., extremely tender, swollen area with 
brownish discoloration. On palpation, deep seated, 
hard, irregularly shaped, cherry-to-walnut-sized 
confluent tumor-like masses are found; they are 
movable on deep tissue, yet adherent to the skin. 
On the lower pole, a large dome-shaped nodule 
rises 1 cm. above the surrounding level. 

Laboratory Data: Blood serology negative. 
Hemoglobin 12.6%, WBC 4,500, neutrophils 55%, 
lymphocytes 35%, monocytes 5%, eosinophils 5%. 


"Urine examination negative. 


Radiographic Examination: Chest, right shoulder 
region, and right humerus— negative. 


Biopsy Report: Dec. 24, 1959, Section reveals 
an interstitial infiltration of the deep portion of 
the dermis and subcutis with a great variety of 
inflammatory cells, including neutrophils, lympho- 
cytes, plasma cells, foamy histiocytes, occasional 
eosinophils, and rare multinucleated body giant 
cells. The subcutaneous fat is atrophic. There is 
no evidence of tubercles or proliferative and 
exudative inflammation of the arteries or veins. 
There is little infiltration of large foamy cells 
and fibroblasts. 


Therapy: Oral intake of tetracycline 250 mg. 
tid. (27 capsules), meticorten 5 mg. (23 tablets), 
and penicillin 250,000 units (15 tablets) did not 
improve the condition. After three deep local in- 
jections of meticortelone acetate (25 mg. per 1 ml. 
altogether 30 ml.) on Feb. 4, 12, and 19, 1960, the 


Seen. In one, in which the lesions started on the - 


tenderness and swelling diminished. The raised - 
nodule at the lower pole is now at the level with | 
the surrounding skin. fi 


Discussion 


y 


Dr. CHARLES Worr: This is not the usual lo- = 
cation. Most of the lesions usually occur in the — 
region of the buttocks and back. Nevertheless, the — 3 | 
eruption is quite typical. The interesting aspect — 
of the case is not the picture, which I think is EC 
characteristic, but the response to the injections, 

Dr. BARKER: I would like to emphasize die d 
efficacy of local steroid injections in these cases. - 

It is the most effective form of therapy. M 

Dr. CHARLES Worr: Steroids by mouth do not - E. 
give good results. Local injection of insoluble — 
corticosteroids produces good results. i E 

Dr. NeLson: I think the patient has a pati 
niculitis, but I don't see why it is called Weber- | 
Christian disease. The condition is not relapsing a 
and the patient is not febrile. pe s 

Dr. PauL Gross: While I agree with the diag- - à 
nosis of panniculitis of a localized type, I would | 
not consider this a case of Weber-Christian disease. — 

i f - 

Dr. Perry SacHs: I am acquainted with a case — 
showing extensive involvement, wherein oral Ec 2 
roids were very effective. E 

Dr. Max Worr: This is the third case I have 














arm and then developed in the breast and cheek, L 
malignant changes took place and she was operated — 
on twice. So not necessarily does every case end — — 
as well as this one. In the case presented, the < 
tenderness and swelling diminished after steroid 


therapy. ¥ : 
Diagnosis: Erythema Induratum. Presented by — 
Dr. SAMUEL PECK. a 
From: Mount Sinai Hospital 3 
Patient: Puerto Rican, woman, aged 20 ma 


History: The patient was first seen in consulta- 
tion on the obstetrical service of Mt. Sinai Hos- |” 
pital on January 25, 1960. She had delivered a — 
child three days before. In her third month of . 
pregnancy, she had developed two painful nodules | ~ 
on her left calf which had gradually enlarged. E À 
The lower one had recently ulcerated. She stated i 
that during her previous pregnancy, one and a E 5 
half years ago, he had had similar lesions which - . 
had not ulcerated and which had disappeared ata 
the termination of her pregnancy. There was no 
history of tuberculosis. No ingestion of bromides - > 
or iodides. The patient had diarrhea during her - z 
pregnancy, but no bloody stools. re 


Examination: There were two large Found 
well-defined plaques; the lower one was ulcerated. 
At the periphery of these purple indurated lesions 
were small indurated nodules. 
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Br Laboratory Data: Hgb. 83 gm.; WBC 7,800; 

~ polymorphonuclears 62, lymphocytes 26, band forms 

—- 4, eosinophils 6, monocytes 2. Sedimentation rate 
» E 60 mm/1 hour. The red blood cells did not 

- show sickling. The Wassermann test was negative. 

= Studies on the blood showed the nitrogen protein 

3 E ~ and albumin-globulin ratio to be normal. Tuberculin 

test 1:1,000 was strongly positive. 

E : = X-Ray Examinations: Examinations of the chest 

E . and colon were normal. Smear and culture from 
5 — the ulcer revealed no acid-fast bacilli or fungi. 

- = Biopsy: Segment of ulcerated skin showed 
— chronic inflammation and a granular response com- 
~ patible with tuberculosis. No acid-fast bacilli were 
|. seen. f 

* . — Course: There was no response to local anti- 
= biotic therapy. For the past two weeks, the pa- 
- — tient has been receiving pyridoxine and isonicotinic 

E acid. 


Discussion 


Dr. ARTHUR HYMAN: In spite of the appearance 
- of the lesions, the pathologic findings are not 
= enough to prove the diagnosis. The size of the le- 
— sions is against the diagnosis, and, unless we have 
= further specific identification, I can not go along 
— . with the diagnosis as presented. 


E ~NEW YORK DERMATOLOGICAL SOCIETY 


. Feb. 23, 1960 


Diagnosis: Vasculitis. Presened by DouGLAS 


Torre, M.D. 
: A 45-year-old housewife "stubbed"" her great toe 
: E. about six months ago. Shortly thereafter, she 
noticed an erythematous, somewhat tender, plaque- 
. like lesion on the plantar surface of the foot. 
B Sicnifas: lesions then appeared on the leg, thigh, 
and buttock, and on the other lower extremity. 
In November, 1959, she was diagnosed as having 
ES polycythemia vera and has been treated by re- 
~ peated phlebotomies. 
On the lower extremities are several plaque- 
ES A erythematous, slightly infiltrated lesions, 7 to 
-- 12 cm. in size. The lesions on the plantar sur- 
K faces are tender. Some, but not all, of the 
P | erythema fades on diascopic pressure. A mild 
rosacea of the central oval of the face is present. 


Biopsy Report. —Only the superficial vessels 
(mostly capillaries) are involved. The vessels are 







-.. thickened and some are occluded. Purpura is sus- 
E = pected. Perivascular reaction (lymphocytic) is 
minimal. Diagnosis: vasculitis (superficial). 
-  . Majocchi? 

LIC 


— Submitted for publication April 4, 1960. 
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Dr. Perry Sacus: There are definite tubercles 
on histologic section, and I believe this to be 
erythema induratum. 

Diagnosis: Cushing’s Syndrome Secondary to Steroid 
Therapy for Neurodermatitis. Presented by Dr. EDWARD 
H. Manpvet and, by invitation, Dr. AnTHUR W. GLICK. 

Diagnosis: Mycosis Fungoides. Presented by Dr. SAMUEL 
IRGANG. 

Diagnosis: Multiple Actinic 
Epithelioma. Presented by Dr. 
for Dr. G. Dumais. 

Diagnosis: Solid Edema of the Face—Melkersson-Rosen- 
thal Syndrome(?). Presented by Dr. Epwarp H. MANDEL 
and, by invitation, Dr. IRWIN KANTOR. 

Diagnosis: Leprosy. Presented by Dr. LESLIE P. BARKER 
for LILIANNA SAUTER. 

Diagnosis: Familial Benign Chronic Pemphigus: An Atypical 
Case. Presented by Dr. SAMUEL IRGANG. 

Diagnosis: Lichen Planus, Follicular Type, Persistent. Pre- 
sented by Dr. Jesse A. ToLMAcH. 

Diagnosis: Bullous Erythema Multiforme (Cause Unknown). 
Presented by Dr. LEsLIE P. BARKER. 

Diagnosis: Necrobiosis Lipoidica Diabeticorum. Presented 
by Dr. A. W. YouNc Jr. 

Diagnosis: Hypertrophic Lichen Planus. Presented by Dr. 
A. W. YOUNG Jr. 

Diagnosis: Transverse Leukonychia in an Epileptic. Pre- 
sented by Dr. Epwarp H. MawnpEL and, by invitation, 
Dr. AnrTHUR W. GLICK. 

Diagnosis: Subacute Lupus Erythematosus. Presented by 
Dr. Epwarp H. MAnpet and, by invitation, Dr. Irwin 
KANTOR. 


Keratoses and Basal Cell 
A. W. Youna Jr. 


Discussion 


Dr. Sacus: I cannot go along with the diag- 
nosis of vasculitis. I see telangiectasis but very 
little cellular reaction. The process is high up. 
The larger vessels are not involved. I think the 
telangiectasis is associated with the polycythemia. 

Dr. ANprews: The purplish color on the feet 
made me think of pernio. It is unusual in poly- 
cythemia to see this kind of eruption. 

Dr. CostTeLLo: These patients with polycythemia 
vera frequently develop cerebral thromboses with 
paralysis of one side of the body. All patients 
whom I have seen, who received x-ray or radio- 
phosphorus, developed myelogenous leukemia, and 
I think that the lymphomas they develop are 
secondary sometimes to the excessive radiation 
therapy that they receive. I think that Dr. Torre 
should continue with the phlebotomies. 

Dr. Netson: I wonder if a search for abnormal 
globulins, cold-precipitable or otherwise, should not 
be made. 

Dr. Lewis: I agree with Dr. Nelson that these 
lesions are sequential to polycythemia. If the 
painful lesion was solitary, erythema nodosum 
might be a possibility. 
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Dr. Torre: The hematologist suggested, “treat- 
ment with repeated phlebotomies of 500 cc. about 
every third or fourth day, until the hematocrit falls 
below 50%. At that point, she should be ob- 
served with complete blood count and hematocrit 
at intervals of approximately three weeks in an 
attempt to determine the rate of regeneration of 
blood. Following establishment of a relatively nor- 
mal hematocrit, the choice of therapy would lie 
in repeated phlebotomies, radioactive phosphorus, 


= busulfan (Myleran), and urethane. My inclina- 


tion would be to treat her with phlebotomies if 
she does not regenerate blood too fast. Then, 
there would be no question of whether subsequent 
development of leukemia that might occur in rela- 
tion arising here." This fits in with Dr. Costello's 
comments, 


Diagnosis: Exfoliating Dermatitis (Psoriasis; 
Lymphoma; Toxic Agent?). Presented by 
EucENE F. Traus, M.D. (for HERBERT J. Spoor, 
M.D.). 


History.—The patient is a 72-year-old German- 
born white man. Eruption first limited to usual 
psoriatic areas. Patient has had an exfoliating 
dermatitis, under dermatological care, for 10 
months. Therapy has included wet dressings, topi- 
cal preparations, superficial x-ray, and, more re- 
cently, steroids. He developed dependent edema 
after the steroids, and discontinued them Feb. l, 
1960. 

Current Therapy.—Corticotropin (ACTH), crude 
liver, vitamin B complex injections; antihista- 
mines; ultraviolet light; emollient baths, and bland 
ointments are being used. 

Past History.—The patient had a similar erup- 
tion 22 years ago, which cleared spontaneouslv 
after six months. He had a self-resolving abdomi- 
nal tumor, right lower quadrant—? ruptured ap- 
pendix, 10 years ago. He had severe toxic 
stomatitis reputedly caused by insecticide poison- 
ing two years ago—rose spray. In summer, he 
contracted poison ivy; also, several severe sun- 
burns following which eruption became general- 
ized. 

Allergists Suggestions—The patient consumes 
three water glasses of “home-made” wine (cur- 
rant, berry, grape) and three cans of beer daily 
and has done so for many years. He does have a 
fairly strong positive skin reaction to plant molds. 
The allergist questions relationship of this reac- 
tion or other toxin in “juices” to skin lesions 

Physical Findings.—Generalized chronic lichen- 
ification and exfoliation is present over entire body, 
but particularly on lower limbs. There is inguinal 
and. axillary lymph adenopathy; painful gyneco- 
mastia, right. Arteriosclerotic disease vessels are 
present on both legs and feet, mostly on right. 
There is a 1+ edema, right ankle. He had a 20 Jb. 
weight loss in past year. 
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Dr. BARKER: The infiltrated nodules, enlarged 
lymph glands, lack of involvement of the fac Sear 
would all favor a diagnosis of lymphoblastoma, - Li 
do not believe the skin inflammatory enough to Y. 
account for the adenopathy. ES 
Dr. Miter: It is somewhat unusual for DSO- - 
riasis to begin at the age at which it began in - 
this man. The eruption present certainly suggests - 
a chronic dermatitis of the type that we see in z p 
lymphoblastoma. The glands are not necessarily » 
diagnostic because frequently one sees glands 1 ke -— 
this in a dermatitis of such extent. ef Ue 
Dr. Anprews: I agree essentially with Dr 
Miller. I realize that the lymph nodes in the | 
groins might result from scratching, as Dr. Sachs - 
said, but it is unusual to see a lymph node o1 Kr 
the anterior thoracic wall develop from scratch- 
ing. You may see them in the axilla, but this - 
one just to the right of the sternum is en- - 
larged and hard. I think he has signs of malig- 
nant lymphoma. DN 


Dr. Lewrs: The question whether this erup- ` 
tion initiated as psoriasis or whether it is some ^ 
type of lymphoblastoma is not easily decided om SN 
clinical grounds alone. A biopsy might help. Is 
the blood picture normal? | ia d 

Dr. Cormia: The blood picture is essentially — 
normal at this time. Ec 
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Dr. Lewis: Further observation and repetitive E 
laboratory work will probably be necessary. | i: 

Dr. SacHs: I agree with Dr. Lewis that ai 
biopsy would be very helpful; but from what I 
see tonight, I would have to £o along with the bi. 
diagnosis of psoriasis rather than lymphoblastoma. BL 
These enlarged lymph nodes are secondary to -~ 
scratching, and, to me, they could not mean C 
Iymphoblastoma. CF MES E 


Dr. TRauB: One of the chief points against ET. 
psoriasis is that he had an eruption alleged to — 
be similar 22 years ago and had a remission for 
20 years. If he had psoriasis at that time, sò 
long a spontaneous remission is most unusual. AR 
far as age is concerned, we have all had patients — 
in the high eighties who developed typical pso- = 
riasis. I have seen many patients who had wha 3n Yi 
looked like a typical psoriasis clinically and = 
microscopically, and then terminated as mycosis 
fungoides or lymphosarcoma. The present erup- ENC 
tion suggests mycosis fungoides, He has no nail 
changes, but he does have a diffuse scaling of the — 
scalp with some few patches. The body lesions E 
are compatible with psoriasis, and if a biopsy E - 
were taken from some of these discrete lesions, ' F 
that diagnosis would be made by the microscope. E 3 

The node enlargement could be part of his - E 
pruritis or go with developing lymphoma. The ‘SS 
most probable diagnosis at this time is psoriasis, - y A 
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i OPERE in mind that this may terminate as some 
- form of lymphoma. 
d E . Dr. Corm1A: I agree with the diagnosis of 
| - lymphoblastoma. Against psoriasis is the absence 
— of scalp lesions in an eruption of this extent, 
a - the marked infiltration, and cofsiderable lym- 
E. phadenopathy. Biopsy of both skin and lymph 
=< pus should be done. 
Dm. Torre: I felt that this fell into the lympho- 
: E opi astoma group. There were no nail changes, 
E ~ such as we associate with psoriasis. The lymph 
a . nodes were hard and firm, and rarely do pso- 
3 -riatic patients develop Iymphadenopathy of this 
2 . degree. In fact, uncomplicated psoriasis is rarely 
accompanied by any lymphadenopathy. 
-— Dr Spoor: I have had the patient with me 
m for only a week. I have leaned in favor of a 
lymphoma. I would like suggestions of where 
. to biopsy. It may be that if this is a lymphoma, 
he steroid therapy probably held it in check. 
Dr. Costetto: I would take one of the nodes 
E y to the right of the nipple. 
-— A pm Barker: Take a piece of skin in the in- 
. filtrated lesion. 


E 


P _ Diagnosis Lepromatous Leprosy. Presented by 
- Cart T. NELSON, M.D. 
- "The patient is a white man, aged 29 years. Case 
is from Presbyterian Hospital. 
 Complaint.—He has had arthralgia, swelling of 
E hands and periorbital tissues for the past four 
à ~ months. 
D E History.—The patient is said to have first noted 
E Eus of the third finger of the left hand 10 
E months ago, when he found it difficult to remove 
his ring. He was otherwise in good health until 
E. months ago when he noted the onset of 
E tiragi of the elbows, knees, and hands, to- 
. gether with swelling of the hands and periorbital 
feas, Thereafter, the swelling progressed to in- 
23 Be . the forehead, nose, cheeks, and eyebrows. 
a p was admitted to the Presbyterian Hospital 
(Dec. 28, 1959) because of a one-week history of 
> daily febrile episodes associated with chills, 
ag ‘malaise, and prostration. There was also history 
P a 30 Ib. weight loss over a nine-month period. 
- Examination.—The skin of the involved regions 
ét E ras warm, thickened, and edematous. Examina- 
a tion of the abdomen revealed a liver edge palpable 
-4 cm. below the right costal margin and a spleen 
X fel 4 cm. below the left costal margin. Neuro- 
E E. . logical examination suggested diminished sensa- 
d . tion on the lateral surfaces of the lower legs. 
^. Decreased motion and loss of grip were in evi- 
- dence in evaluation of hand function. 
E Laboratory.—Data included a positive VDRL 
E and positive Kolmer, but negative TPI test. The 
ESR was 80 mm. Lupus erythematosus cell prepa- 
—. rations were negative. The latex fixation test 
. "was negative. The ASL titer was 50. Chest 
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films were ath a a limits, SEED for slight 


dulling of the left costal angle. The hemogram 
showed a shift to the left but was otherwise nor- 
mal. Initial urinalysis exhibited a specific gravity 
of 1.016, albuminuria of 2+, and 5-9 WBC per 
high-power field. Liver function tests showed a 
serum alkaline phosphatase of 17 which rose to 50 
and fell to 20. Cephalin flocculation and thymol 
turbidity were 2+ and 3+; BSP retention was 
5% in 30 minutes, and total protein was 7.3 gm. %. 
Numerous cultures of the urine, blood, nose, and 
throat yielded no pathogens. Cold, heterophil, and 
enteric agglutinations showed no rise in titer. 
Repeated stools for ova and parasites were normal. 

Biopsy —Muscle biopsy exhibited a nonspecific 
perivasculitis. 

Course-—While in the hospital and before ther- 
apy, the patient ran a persistent spiking fever with 
temperatures of 104 to 105F. The ESR con- 
tinued elevated, but there was no associated leuko- 
cytosis. Because of the skin changes and 
equivocally enlarged ulnar and perineal nerves, 
he was evaluated for leprosy. Numerous skin 
scrapings of the eyebrows, malar areas, and ear 
lobes showed acid-fast bacilli. These micro- 
organisms were subsequently also noted in smears 
of the buffy coat of the blood. On Jan. 14, 1960, 
a biopsy of the liver was performed. This showed 
granulomatous lesions containing acid-fast bacilli. 
After the liver biopsy, the patient became hypo- 


tensive. It was discovered that the platelet count | 


was 18,000. The patient was subsequently trans- 
fused with four units of blood to stabilize his 
hematocrit. It was also noted that he had a 
positive Coombs’ test which subsequently became 
negative. He was begun on prednisolone, 90 mg. 
daily, on Jan. 14, 1960, and by the time of dis- 
charge this was lowered to 15 mg. daily. On 
Jan, 26, the patient began therapy with 0.33 gm. 
of sulfoxone sodium (Diasone) daily, and he 
has been kept on that medication since. A sub- 


sequent bone-marrow aspiration was normal except. 


for the questionable presence of acid-fast bacilli. 
Following the the introduction of steroid therapy, 
the patient no longer was febrile. There was 
considerable improvement in the skin (which in 
the hospital had come to exhibit macular hypo- 
pigmented and erythematous lesions). The pa- 
tient’s other symptoms likewise abated. He was 
discharged from the hospital Feb. 8, 1960. 


Discussion 


Dr. CANIZARES: The onset of leprosy varies 30 
much in different individuals. We don't know if 


this is really the first manifestation that this 
patient had. Possibly, he may have had some 


macular lesions that went unnoticed. However, 
sooner or later, these patients get an acute proc- 
ess, and that may mimic practically any disease. 
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I think the term, the great imitator," can also 


zs be applied to leprosy. 


es This case has been excellently worked up and 
if _ there were very good reasons for thinking of the 
et . different diseases that they tried to rule out. One 
Ne _ should always keep leprosy in mind in patients 


coming from endemic areas, no matter what the 
clinical picture is. I think Dr. Nelson is to be 
congratulated for making this diagnosis. 

Dr. Barker: I saw this patient when he had a 
high fever, flushed, swollen face, and swollen 


; ds = hands. The only suggestion clinically of leprosy 
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was slight infiltration above the eyebrows. The 
fst lepro bacilli were recovered from skin scrap- 
ings in this area. 
Dg. Anprews: I have heard of a Lepra reac- 
tion coming on after the disease had been mani- 
fested for some time with high fever, but to 
begin with a fever of 104 and 105 F without any 
lesions on the skin is very remarkable. 

Dr. Lewis: This case is of uncommon interest. 
Demonstration of the organism in the buffy coat 
is quite remarkable. Is it true that the slide was 
not saved? 


E Dr. Netson: I have one slide; I rescued one. 


This patient has been a resident of the United 
States for 13 years. As Dr. Andrews has pointed 
out, it is unusual for leprosy to have such an 
acute onset as this young man had. My first im- 
pression was that this was a case of severe 
dermatomyositis. 

The fact that leprosy may have an explosive 
onset, much nodule formation, or the widespread 
plaques that we ordinarily associate with the 

 lepromatous form of Hansen’s disease, I think, 
should be emphasized. The nerve involvement in 
this patient certainly was so diffuse and so 
tenuous in the early stages that it was virtually 
impossible to demonstrate any sensory defects 
clinically, But the point that interested me per- 
haps more than anything else is that visceral 
leprosy at this stage of the disease may be so 
severe that liver function is seriously impaired, 
and that the signs of hypersplenism and throm- 
bocytopenia may supervene. 

Finally, as Dr. Lewis pointed out, the bacillemia 
may be so intense that the microorganisms may 
be seen in smears of the buffy coat and marrow. 
This is really quite an accomplishment because 
there are not very many bacterial diseases out- 
side of terminal anthrax in which one may find 
the organisms in the blood by direct examination. 


Diagnosis: T. Rubrum Infection Treated with 
. Griseofulvin. Presented by FRANK E. Corm1a, 
|. M.D. 

ANPA —A 54-year-old white man developed 
dermatophytosis 34 years ago. The condition grad- 


x does spread over various portions of the body 


and x uM involved various nails until all 


























nails were totally diseased In 1955, cub ee 
the fingernails, toenails, and back were positive 
for Trichophyton rubrum. Symptomatic therapy 
between 1955 and May, 1959, was of only i tem- i 
porary value. Griseofulvin therapy was Ho e 
10 months ago, and he has taken 1 gm. ly 
for four to five days weekly to date. Under 4 1 a 
routine, the fingernails have become norma dn 
appearance, and the lesions over the body. have x 
disappeared. There is still some scaling and s sof- - 
tening of the distal third of the toenails, Cultures — 
of body sites have been negative during the | oc e 
six months. Culture of toenail two weeks z o 
was still positive for T. rubrum. 
Examination—Mild dryness of the dind 
slight scaling and chalky appearance in. E 
third of four toenails. There is a mild inciden 
ichthyosis. 
Presented as partial treatment failure 
griseofulvin. 
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Dr. Traus: I presume that the presenter di dd 


not press any local therapy while he was using |. 
the external medication? p 


Dm. Cormra: He has had local therapy, and it be 
continues useful. T 


m. "1 


Dr. Traus: Active local therapy should hav ed f 
improved even the present results. At prese: ,8 DU 
of the 10 toenails are still actively involved, so - 
that the danger of the infection again spreadin 
is a great possibility if local therapy is mnc ot 
pressed. In addition to the use of a strong modi- m : 
fied Whitfield’s ointment, one has to do a ce ain 5 
amount of curettage and manual destruction of the 
nail plate, so that local medication can penetrate — 
to the point where it should achieve a cure. Thi iis E 
should be done for the patient at weekly inter 
vals. If he is careful with his hygiene, he sho 
not have any recurrence on his hands, bati A 
should be instructed about the possibility of loca al 
recurrence from both shoes and socks, bedrog om 
slippers, floors, and so forth. Placing his shi he eS P 
and slippers in a box with formaldehyde overnigh nt 
to prevent recurrence might also help. E | 


Dr. CosrELLo: I think the result in this case 
is as good as anyone here has ever obtained hus 
far. I have seen a number of patients presented. 
at meetings with complete clearing of the nail 
but the toenails are still infected. Tf the patien 
gets a recurrence of the disease, he will be B y = : 
disappointed because he has had this period . 
freedom fromeinfection. I have a patient at E 
present time whom we took to a hospital, just. S 
before griseofulvin, and took off all 20 nails. We _ 
started her soon after on griseofulvin and it has Ns 
not had the slightest beneficial effect on her X A. d 
dition even though the drug has been administered ; 
4-8 tablets daily for one year. Ton 
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M € t know whetlier there are any theories 
regard to this failure of treatment. The only 
E . poss ible theory in this case is that she had sug- 
gestive Raynaud’s phenomena. 
BRE Dr. Torre: I agree that this is as good a re- 
E. t as one can expect in toenail infections. 
B „ocal treatment only seems indicated at this 
poi oint. If he has a recurrence, griseofulvin may 
Žo be >e started again. 
Dx. Domonxos: Griseofulvin has become the 
therapeutic answer to fungus infections of the 
E S is We are now certain that a long period of 
E therapy is necessary to clear the toenails. Some 
- of our patients have taken griseofulvin for 13 
E months straight. It is still too early, even after 
Ea year, to predict whether or not a complete 


cure can be affected by griseofulvin. 


3 i “Dr. Mutter: This case illustrates the reason 
P, cvy I have not yet placed any private patients 
~- with toenail involvement on griseofulvin. I have 
M ‘told them ‘that the drug is available, that it is 
k P bee used extensively, but that we cannot promise 
~ them, from the evidence so far available, that they 
D can get a permanent cure of the toenails. I think 
p is of great value in tinea capitis and in finger- 
nail involvement, but not in toenail involvement. 
S : hesitate to use a drug which may have to be 
: a taken for a long period of time, when no one 
dis ows what the ultimate damage may be. I am 
-~ interested in seeing this case tonight because of 
© that viewpoint. 

2 D. DO Spoor : I think the rate of recurrence, or, 
<2 S we say, reinfection, seems to be accelerated 
after they come off griseofulvin. I believe that 
T - you might not be so well advised to stop him 
A entirely, because, with a minimal dose, you can 
^| . prevent this apparent recurrence and consequently 
; |- prevent the difficulties in management of a dis- 
x pesos patient. I do not think the disease 
is cured. 

Dr. CANIZARES: I think somebody should start 
getting together all these failures and publishing 
ii them, to show the limitations of the medication. 


Ex. Dr. Awnprews: I think we can do more than 
^ just say that griseofulvin is not a success in these 
- cases, and that we have to resort to our old- 
hs Boe tiono local remedies, which were ineffective. I 
AN n y be wrong but, as I understand it, griseofulvin 
p E ail ‘matrix and does not have much affinity for 
E hard nail itself, and therefore it kills off 
the fungi in the portion of the nail that is sub- 
a . .cutaneous, but after the nail appears, from its 
q ' cuticle outwards, it has very little affinity for that 
b. y hard keratin. 

E Dr. Lewis: Cases of fungus infection, espe- 
ol G ally of the feet, that do not respond completely 
BA to, griseofulvin are not too uncommon. This pa- 
Es tient is improved, and. vigorous local therapy should 
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sa chemical affinity for the soft keratin in the 


now help. I would stop Aedui Large dos) ^ 


of gelatin and vitamin A tent be given as ad- 
juvant therapy. 

Dr. ConMrA: Dr. Lewis, could you consider in 
this particular patient evulsing or partially re- 
moving and curetting the beds? 

Dr. Lewis: No, I practically never evulse toe- 
nails. 

Dr. CormrA: You don't think he would get re- 
infected with local treatment? 

Dr. Lewis: He might. Even with complete 
clinical cure, there is no assurance that his im- 
munity would be raised. We are probably going 
to see many relapses in patients who apparently 
have achieved cure. 

Dr. Netson: Dr Cormia presented this patient 
to demonstrate a partial failure of griseofulvin 
therapy after 10 months. I was about to con- 
gratulate him on his clinical achievement because 
we at Presbyterian Hospital can produce several 
cases of complete mycologic and clinical failure 
after 13 or 14 months of treatment with griseo- 
fulvin. | 

Dr. Corm1A: The poor therapeutic effect in the 
toes is probably related to their slow rate of 
growth and to inadequate concentration of griseo- 
fulvin, since the fingernail and body involvement 
has now involuted. Strenuous local therapy has 
been ineffectual but will be continued. I plan 
also to increase the dosage of griseofulvin to 1.5 
gm, daily. Should a few foci then still persist, 
partial removal of the diseased nail tissue and 
curettement of the underlying nail bed will be 
considered. 


Case for Diagnosis: Porphyria Cutanea Tarda; 
Epidermolysis Bullosa Acquisitia (Tardive)? 
Presented by OnrLANpo Canizares, M.D. 
History.—The patient, male, aged 59, states that 

the present condition began approximately 10 to 12 
years ago, when he noticed that the skin of the 
dorsa of his hands was easily rubbed off with 
minimal trauma. Some of the lesions thus caused 
became infected and healed with penicillin ther- 
apy. During the last three years, occasional bullae 
and vesicules were noted. These often appeared 
in groups. No lesions appeared on the rest of 
the body. : 

Physica! Examination.—Several bullae were pres- 
ent on the dorsa of the hands. Some milia were 
noticed on the scars of previous lesions. The rest 
of the body is free of lesions except for a fungus 
infection of the nails. 

Laboratory Examination. — Urine examination 
was essentially negative; reddish fluorescence no- 
ticed with Wood's light. Blood count was within 
normal limits. Blood chemistry included sugar, 64; 
urea, 17; total proteins, 7.7. 

Microscopic Examination. — "The subepidermis 
region in a few areas is a bullous lesion. In one 
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—  . of the areas, there is bestibrrhige. The base of 


~  . the bulla is made up of intact papillary bodies 
|. and the roof shows intact rete pegs. The super- 
—. — ficial vessels are dilated and there is edema in the 


Pt. upper cutis. About the vessels is a mild reaction 
Am of simple cells. There is a decrease in the elastic 
n tissue in the upper cutis. Diagnosis: epidermoly- 
ks . Sis bullosa.” (Dr. Sachs) 

c 

OE Discussion 

Es E» Dr. Domonkos: There is a bulla on the tip of 
^— One finger without an erythematous base. The 
P ` exposure to sunlight may have markedly deleterious 
E effects. It is not unusual to see this type of 
Be porphyria appear in alcoholics. 

ps Dm. Sacus: If this is a case of porphyria, I 
TA must say that the bullous lesions as produced 
x, cannot be distinguished microscopically from epi- 
oa dermolysis bullosa. 

as ‘ Dr. Traus: This man gets out in the Florida 
= sunshine and exposes his entire body in bathing 
| trunks, It had no effect in flaring up the lesions. 
e While accepting the diagnosis, I am just trying 


to point out that sunshine is apparently not a 
k vital factor. The second thing is that this man 
^ is a very moderate alcohol drinker. He takes an 

: occasional cocktail or beer or two, which really 
does not make him an alcoholic, or which cannot 
be responsible for much liver damage. 


As Dr. Sachs pointed out, the lesions have some 
resemblance to epidermolysis bullosa, and it is 
typical that the lesions appear at sites of trauma. 

P The disease is undoubtedly what we formerly 
... termed acquired epidermolysis bullosa. 


Dr. Anprews: One of our patients has been 


b: presented before this Society, I think, and has 
4 been studied at Presbyterian Medical Center sev- 
El eral times. She is a woman who also has the 


disease in the winter as well as in the summer 

and is not especially exposed to sunlight, being 

indoors most of the time, and does not drink 

< alcohol at all and never has been an alcoholic. 
She has a history of having taken sulfonamide 
years ago before the phorphyria began. 


Dr. Cormra: I have the impression that the 
etiologic factors vary considerably in different 
forms of this syndrome. It is interesting that this 

Y patient has lesions on the hands but none on 
|. the face. 


I think there was a paper pub- 

3 lished in the December issue of the A.M.A. 
E ARCHIVES OF DERMATOLOGY (Epstein, J. H.; Ep- 
< stein, N. N., and Greenlee, M.: A.M.A. ARCH. 
Dermar, 80:713, 1959) by Dr. Epstein from Cali- 
fornia, in which he made a differential diagnosis 
between these two conditions. Of course, when 
all the classic characteristics of this disease are 
present, it is easier, but in these patients present- 
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ing a clinical chatacteriatic: of bullae of epidermi oly- i 
sis type and the histologic picture of disease, t fe 
diagnosis is far more difficult. If it had not o 


for the examination of the urine, we could - not - 
have proved the diagnosis of porphyria. DON HE 


Dr. CosrELLo: Do you propose to treat this me n 
with gonadotropin and vitamin B? 2 E 
Dr. CANIzARES: I am concerned about the ha 

dling of the patient, but I have not cons 
gonadotropin therapy yet. I would have xi 
work-up on him as far as liver function, ete. 7d > e 
Dm. CosrELLo: I presented a case at the Acad- : rà 
emy. We had Dr. J. Lamb at one of our ci 
ferences, and he suggested large doses | | 


gonadotropin. This medication cured the patient: its s 


Diagnosis: Subacute Lupus Erythematosu m: 
Presented by J. Lowry Muer M.D. — — A 
History.—A white girl, aged 18, was first seen a 

Vanderbilt Clinic in January, 1960, complaining v 

an erythematous lesion on right forearm, the lips S, 

and the roof of the mouth for six months. Far 

three months she had noted migratory polyarthriti anaes 
questionable fever, easy fatigability, and headaches Ys 

She stated that the first eruption she had noti Los 

occurred in her face following exposure to the s 2 

six years previously. This lasted for six mon ths: 

Four years ago, lesions on the face, chest, and a am c 

appeared and she was treated with cortisone a 

Skin and Cancer Hospital. Lupus erythematos 

preparations were negative at the time. m x 

ago she had red swollen ankles and fingers of the è he- e 

left hand, and one year ago she developed anorex 

and weakness. M ge 
Examination shows there is an —— IS j 

scaly patch about 2 in. in diameter on the righ i oe 

forearm with several small, pea-sized lesions ad. XY 
jacent. There is edema, scaling, and fissuring of 0! ie 
the lips. There is a small erythematous patch | Eu Si 
the roof of the mouth. There is a 1 in. patch = 

of erythema and scaling on the right cheek, _ D 

similar small area on the lower back, and there S 

a circumscribed area of erythema on the antera 

chest. 


Y 
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The serologic tests for syphilis were negat ive. 
A complete blood count revealed a hemoglobin o 
11.2 gm. and a white blood cell count of -4,600 a 
with a normal differential. The erythrocyte © sedi- < - 
mentation rate was 79 mm. (1 hour). A se nt no. 
protein partition (paper electrophoresis) sho wed 
the albumin decreased to 3.9 gm. 96 and y-glob in | 
increased to 2.7 gm. 96. A cephalin flocculation ... 
test was 2+ and thymol turbidity 3+. Two I E e 
preparations were negative and one was suspicious. 1 
An LE agglutination test was negative an the Er. 
F II test was negative. Urinalysis showed d 
albumin. | E 
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4 3.3 a Yu 

s m ‘Mutter: I wonder if the discussants would 
. give their opinion as to whether or not one should 
eae antimalarials. 

DR Traus: This patient has evidenced every 
me of the symptoms of systemic lupus erythema- 
$. SUS of the acute disseminated type. While her 
tever , arthritic symptoms, and possibly her heart 
~ and _ kidneys are less actively affected at the 


a x id noe be too active. She should be guarded 
ag sun exposure and the rest of the therapy 
should be supportive, aimed at getting her in as 
i = health as possible, without specific treatment 
~ for lupus erythematosus. 

E Dr. Barker: I think this is a case of discoid 
E lupus erythematosus that is developing into a 
Sy cune disseminated phase. The sedimenta- 
E . tio rate is high, the white blood cell count is 
3 oF nte the changes in the serum proteins all 
E = indicate this diagnosis. I think the best treatment 
P this patient is nutritional and rest. I would 
suggest injections of vitamin Biz and B complex. 
In my experience, the antimalarial drugs are of 
ditte benefit in this stage of the disease. 


pe Lewis: It is my feeling that the time has 
1e to discontinue use of the terms “subacute” 
E "acute." We are dealing with a chronic disease. 

— This patient has had the disease for six years. The 
b term, “systemic lupus erythematosus,” is more 
. meaningful and distinguishes the disease from the 


E discoid form, which name is well rooted and . 


SUMA 


| rs hould be retained. 
= I do not see any reason for holding back on 


7 the antimalarials. One tablet or half a tablet a 


E: . day may help. 

Dg CosTELLo: I agree with Dr. Lewis that we 
E “should accept the terminology that the internists 
5 u “systemic lupus erythematosus,” meaning that 
E dt has systemic symptoms or constitutional symp- 
4 d toms such as this patient has. These patients often- 
| dé times have low fever and other toxic symptoms. 
Eo Dermatologists, I am sorry to say, seldom pre- 
scribe the treatment that all toxic conditions should 
E have, and that is bed rest. That was impressed 
upon ne by Dr. Michelson in one of his talks, 
E. c nd I have insisted that patients with minimal 
| stemic symptoms go to bed early, get up late, 
S ane rest at least an hour after lunch. The bene- 
ficial effects have been remarkable. One young 
— "woman was able to go through her third preg- 
~ mancy successfully, having miscarried the second. 
3 "That, to me, has been one of the neost important 
p Bings I have done. 


As far as the antimalarials are concerned, I 

D uk I can recall a patient now at Bellevue Hos- 

- pital! an American-Chinese girl, who had tubercu- 
losis. The steroids therefore were interdicted, so 

=- we gave her quinacrine hydrochloride (Atabrine), 
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eae one GE "the other duc mes nd she did 


remarkably well. 


Dr. Torre: I don't doubt that this patient has 
systemic lupus erythematosus. This is the type 
sometimes called “subacute,” which at any moment 
may become "acute." Prognosis should be guarded 
with this type of case How much do the lip 
lesions bother her? They are a cosmetic disability, 
but they also might be very disturbing to her. Are 
they ? 

Dr. MILLER: I wouldn't say that. 

Dr. Torre: I think the antimalarials would help 
that portion of the eruption. 

Dr. Anprews: I agree with Dr. Traub. I still 
believe in crude liver extract injections and vitamin 
B injections in lupus erythematosus of this type. 
I would not give her steroids now. I would give 
her simple nutritional therapy. I would try to get 
her to stop smoking, if she smokes, and try to 
get her to stop drinking, and I would give her a 
great deal of vitamin B, C, and other vitamins, 
both by injection and orally. 

I have had patients who have remained cured 
of extensive lupus erythematosus for many years. 
Many have come to the office once a month for 
crude liver extract and vitamin By injections. I 
remember cases of more extensive lupus erythema- 
tosus than this and more threatening than this 
that were cured by water-cooled mercury arc 
ultraviolet quartz lamp, and have remained cured 
for 20 years, much as that may seem contrary to 
present concepts. 

Dr. Netson: This young woman has had signs 
of smoldering systemic lupus erythematosus for 
six years. I feel that antimalarials have little place 
in the treatment of this kind of patient. If her 
systemic lupus is severe enough to require energetic 
therapy, corticosteroids are indicated. Otherwise, 
the present treatment with aspirin may as well be 
continued. Only if we wish to treat the cosmetic 
aspects of the skin lesions would I even suggest 
the use of compounds like chloroquine. 

Dr. Spoor: I feel that this particular type of 
case is too far advanced to be accepted in the 
group that we are studying to determine whether 
or not there is a conversion from discoid lupus 
erythematosus to a systemic disease. Even so, 
this case would do well on the antimalarials. If 
she is to be carried for three, four, or five years 
on antimalarials, there may be secondary signs 
showing from the antimalarials. I have two cases 
at the present time who have developed fairly 
generalized eruptions, proved to be caused by anti- 
malarials. I have one case that has developed the 
eye signs that have been reported so frequently 
from antimalarials. I have not been convinced that 
these eye signs are totally reversible, because the 
last one or two reports have stated that in some - 
of the cases, the visual defects have not disap- 
peared. 
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EAN Dr. Corm1A: I agree that these patients may 
zee develop the severe systemic form at any time, but 
: they may go on for many years with eventual 
| arrest. I recall one case treated with injections 
of vitamin B complex, liver extract, and anti- 
malarials. The acute form of the disease never 
supervened, although she continues aíter 10 years 
E to have residual symptoms, along with an elevated 
Ar sedimentation rate, She has been adversely affected 
M by sunlight in the past, and during a one-year stay 
in Paris, where there is relatively little sunlight, 


... she was free from symptoms. 
— = . D& Mue: We have taken the attitude that 
um this patient is potentially a sick girl. As regards 


d the classification, I would agree with Dr. Lewis 
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Raynaud’s Disease. 
A . COSTELLO. 


A 59-year-old man has had this condition since 
1952. Prior to that time he had severe acne, and 
in 1951 he developed severe universal edema for 
which he was hospitalized. A biopsy at that time 
showed no specific pathology. During a period 
of several weeks, when he developed this edema, 
he gained 25 Ib. Following this condition, he 
noticed a permanent swelling of his fingers, stiff- 
ness, tightness of the skin, and color changes, 
depending upon changes in temperature. He was 
seen in the diagnostic clinic at Mount Sinai Hos- 
pital and was reported to have acrosclerosis with 
Raynaud’s disease without corroborative pathology 
on biopsy. He has had no difficulty in swallow- 
= ing, nor has he had sclerodermatous changes in 
.. the face, neck, shoulder girdle, or arms. 

Of recent date, he developed soreness and ul- 

ceration of the tips of the fingers with fore- 

k . shortening of the left index finger. There has 
: been a dusky mottling of the lower extremities 
and a vesiculobullous eruption present on his 
soles. There has been no dysaphia. Blood pressure 

is normal. The blood count is within normal 
limits. The sedimentation rate was increased in 

the beginning—53 mm. in one hour. X-ray of the 
cerebral spine showed moderate to extensive hyper- 
trophic changes involving the lower cervical seg- 
ment starting at C5, with narrowing of the 

. intervertebral spaces. Microplethysmograms dem- 


Presented by Dr. MAURICE 


. . onstrated a marked reduction in digital pulse vol- 
 . . ume amplitude and digital blood flow. It was 
= thought that the reduction in blood flow and 
 . amplitude was in large part attributable to sec- 


m ondary effects upon the smaller blood vessels. 
Submitted for publication April 27, 1960. 





















"subacute. " At the present moment, she hide sy 
lupus under fairly good control. What we hope to 
do is try to protect her not only from sun ight 
but also from all medications. We have fo id. 
that almost any type of medication may cause 
these people to react. In addition to protection, e 
are going to combine vitamins, supportive t theta n 
and rest, and watch her very carefully. 1i th 
moment arrives when we are forced, then : we ` 
use steroid therapy. We have not planned to bx 
antimalarials. I am trying to gather information 
as to how many people would use EE 
patients of this type. 


Treatment has consisted of Roniacal als Pris 
coline. 

The basal metabolic rate and the blood cl 
lesterol were somewhat elevated. 

Paper chromatography and cold agglu 
tests have been ordered. 

Discussion | E E. 

Dr. MILLER: Acrosclerosis is accompanied b E 
10076 Raynaud's, and the rest of the picture o. 
acrosclerosis is missing here. Whether you v ant 4 
to call this a case of limited acrosclerosis wit! 
Raynaud’s, or whether you want to call it entirely’ A 
Raynaud's disease is largely academic. I Mace 
call it a case of acrosclerosis limited to qs ds 
at the present time. T a E 

Dr. BARKER: I agree with the clinical pomt is E 2 
of Raynaud's syndrome, but I also think he has 
the early edematous stage of acrosclerosis. Which - 
is primary or secondary is difficult to say. 

Dr. Netson: Dr. Costello presented this pa- - 
tient with a diagnosis of Raynaud's disease, not 
scleroderma. There is not much doubt that | e E. 
has Raynaud-like symptoms, but he also has enoug 
changes in his hands to make one think oF sero $ 
derma of the acrosclerosis type. The telangiec 
of his lips may be a secondary change Pie 0.27 
previous x-ray therapy for acne. Incidentally, ^ Lom 
think that there should be examination for CS E 
cryoglobulinemia. E ys. 

Dr. STEIGLE#ER: I agree with the diano M. r 
I would suggest a biopsy to exclude the rare condi- —— 
tion of skleromyxoedema Arndt-Gottron (Ko: ad, a 
J., and Winkler, A.: Arch. klin. u. exper. Dermei ET L 
202 :254-272, 1956). This condition affects the skin | : : f 
of the whole body but can make sclerodermatous 5 
changes of the skin of the hands and arms. (See = 
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E. Qe 1, Montgomery, H., and Underwood, DX» 
E J. Invest. Dermat. 20: 213-236, 1953.) 

$ The hyperkeratoses of the knuckles remind me 
"d zh Kot the erythema hyperkeratoticum dyspepticum 
- — supraarticulare digitorum of Csillag (see G. W. 
k .. Korting, Fig. 2, in Gottron and Schoenfeld, Der- 

- matologie und Venerologie, Stuttgart, Georg 
P Thieme, 1951, Vol. III, Pt. 2, p. 949). 


E Dr. Cormia: Do these patients that you de- 
p have Raynaud's phenomena? 


S Dm SrEmLEDER: They do not have Raynaud's 
e ae but they have this peculiar edema and 
-sclerosing of the skin. 


—. DR. ANDREWS: 


hs: 
" 
Ut : 
EN j^ 


eus 


Does it affect the extremities ? 


3 Dr. STEIGLEDER: That is rare, but it can affect 
S . practically every area of the skin. 


A Dr. Anprews: I agree with the previous speak- 
E ers as to the diagnosis of Raynaud's disease and 
probably acrosclerosis. The question of therapy is 
3 E icta. I think he should not take caffeine. 
$ He is taking four or five cups of coffee a day. 
; B -He did say, I think, that he has stopped smoking. 
i Both of those things should be stopped. The 
M . question of sympathectomy might be considered 
a on this man, too. Sometimes it is beneficial for 
this condition, if it is done by a good surgeon. 


E» DoMoNkxos: I agree with the diagnosis of 

E disease rather than acrosclerosis. Ac- 

y M tually, I cannot see any acrosclerosis or sclero- 

- derma changes on the extremities. It does not 

. extend to the arm. There is edema with typical 

foe at the fingertips, near the nails, which 

owe see frequently in Raynaud's disease. This is 

Y A - sometimes so severe that an ulcer occurs at the 

- fingertips. I would consider the possibility of using 

|. a drug that would produce, possibly, the same 
B. changes as sympathectomy. 


v 
n. 
pe 


Dn. Cormta: I agree with the presenting diag- 
1 ‘nosis. He has had this condition for nine years, 

. and, certainly, if he had acrosclerosis, there should 
— be more sclerotic changes than are now present. 
ae have a very tentative suggestion as far as 
AES therapy is concerned. There has been some recent 
E Riot fragmentary as yet, that in Raynaud's dis- 
ease there may be an abnormal reaction to 
T es serotonin, and it might be well to use an anti- 
m ‘serotonin agent such as Phenergan along with 
E other therapeutic measures. 


Pr m "Dr. Sachs, would a biopsy be helpful in dif- 
E Miesurianng between Raynaud's disease and the 
g> sclerotic changes? 


E 2 Dr. Sacus: It might, but I wod not be able 

^ pe make the differentiation. I think, if it were 
* a clear-cut scleroderma, you could say that; other- 
^ wise, I think you would be hard pressed to say 
-. what it was. Personally, I do not believe a biopsy 
.. would be very useful in a case of this type, in 
— this edematous stage. 
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Dr. CosrELLo: I think this patient presents a 
classical case of Raynaud's disease. I do not 
think he has acrosclerosis because, according to 
the late Dr. O’Leary’s conception of it (and he 
initiated the term), there must be involvement of 
the face, neck, shoulder girdle, arms, forearms, 
wrists, and hands. This patient’s eruption is con- 
fined only to the hands and fingers. The edema 
he has is sclerodermoid, not sclerodermatous, and, 
by the way, that can be seen, as you know, in 
certain light-sensitivity eruptions, in porphyria 
cutanea tarda. The hyperkeratosis that he has 
on the back of the knuckles is part of the picture 
of Raynaud’s disease, seen so frequently. He even 
has bone absorption of the index fingers, because 
he has foreshortening in those fingers. There are 
hyperkeratoses on the tips of the fingers, thicken- 
ing and down-curving of the nails. 


As far as I am concerned, it is just as classical 
a case as any I have seen of Raynaud’s disease. 
Oftentimes, Raynaud’s phenomena are associated 
with cutaneous calcinosis and with scleroderma, and 
they frequently have telangiectases on the oval 
of the face. The telangiectases are confined to 
the vermilion surface of the lips. One would think, 
if he had enough roentgen-ray to cause that, why 
would it be seen only in that area? You would 
expect telangiectases on the skin surrounding it. 


When Dr. Andrews and I were down in South 
America—and I guess we will never stop talking 
about that trip—they presented several cases of 
treatment of this condition by sympathectomy, and 
the approach was through the thoracic region, so 
the middle and the lower ganglia were removed, 
without interfering with the superior ganglion, 
the removal of which causes Horner’s syndrome. 
That is why I intend to propose to this patient the 
thoracic approach, because not only does it have 
tremendous value in preventing Horner’s syn- 
drome, but there is no conspicuous scar on the 
neck. The approach is in the axilla, just above 
the breast or below it. 


Results of Planing of Pyoderma Gangrenosum. 
Presented by Dr. ANTHONY N. DOMONKOS. 


A white man, aged 25, developed severe under- 
mining ulcerations along the lower jaw approxi- 
mately eight years ago. The progressive 
gangrenous and pyogenic process continued de- 
spite all types of antibiotic and antibacterial medi- 
cation until 1958, when the entire involved area 
was planed. For the first two weeks after plan- 
ing, there was a slight purulent discharge from 
the involved area. Since that time, he has had 
no further clinical symptoms. 

At the present time, he still has some redness, 
but the area is well healed and there is no further 
activity in this area. He has now pyoderma with 


numerous ramifying fistulae in the inguinal and | 
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These fistulae have been treated 
by exteriorization. 


perineal areas. 


Discussion 


Dr. Torre: It is an excellent result, and I think 
it demonstrates how deep one can plane and still 
get some skin regeneration. Evidently, this was 
planed below the level of the hair follicles. 
is no recurrence of hair in this whole area. 


There 
It is 
hypopigmented, but it is still pliable and serves as a 
good protective coating. It is not true scar tissue. 
Dr. CANIzARES: I should like to ask the pre- 
senter if he feels that in his planing he went down 
deep enough to destroy the hair roots or whether 
these were destroyed by the disease itself. We 
know, in this condition, the patient very often has 
scars or no hair. I think it would be interesting 
to determine this for future cases. 

Dr. CosrELLo: I think there has been a fine 
result with planing, and, since the discussion we 
had at this several months ago, with 
regard to the treatment of hidradenitis suppurativa, 
I have had the opportunity to treat three patients, 
by probing and opening up the fistulae, laying 
them wide open, and removing all the tongue-like 
pieces of with 
very fine treatment. I have 
patients practically cleared up already, just by 
opening up, laying aside all overlapping tissue, 
destroying it, and then using Chorionabase and 
the electric cautery on the bleeding areas. 


meeting 


tissue, what promises to be a 


several of those 


Dr. CORMIA: Are you using steroids, too? 
Dr. CosrELLo: No, sir; I do not use them in 


this condition. 


Dr. CrPoLtLARO: I have nothing to add, but to 
congratulate Dr. Domonkos on a most gratifying 
result. 

Dr. Anprews: I think it is a wonderful piece 
of work on this boy. We will gradually get the 
lesions cleared up, unless some accident happens. 
We never know. After his neck was cleared up, 
it was a great surprise to have them break out 
fistulae 
happen to these cases. 
lhey apparently have very low resistance, and, as 
you know, they sometimes develop a little lesion 
and end up fatally; so we don't know what the 
future holds for this boy, but so far Dr. Domonkos 


in the groins and see the there. One 


never knows what will 


has had a wonderful result. 
Dr. Domonkos: Although I did do the planing, 
it was Dr. Andrews' idea that it should be planed. 
In the treatment of these gangrenous fistulae, I 
Costello that 
treatment is exteriorization. 


agree with Dr. the onlv form of 
Steroid therapy has 
been touted as a specific form of treatment for 
this type of infection and hidradenitis. 
no value except 
short duration. 


It was of 
for temporary relief, of very 

In reply to Dr. Canizares’ question, I believe 
there is no reason whatever to doubt the fact that 
the hair roots were destroyed before the planing 
was done. I believe the good result was due to 
the planing of*the undermining process to the ap- 
parently normal edge. In this manner, the disease 
process was stopped by exposing to the surface 
the diseased area. In some ways, this process of 
exteriorization may be likened to the exteriorization 
of the fistulae and sinus tracts that he has had 
elsewhere. 
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. Rec arrent Basal-Cell "Epithelíoma. Presented 
ds pr: GEORGE C. ANDREWS. 


2 talo 


* TEI ob right iile. This was treated by a 
e B asocii by x-rays. Six treatments were 
E given. These were intensive, although the exact 
E TR dose is not known. They produced an atrophic 
| -. depressed area of radiodermatitis 9 cm. in diam- 
ea eter. Then the patient had a recurrence of the 
- lump at the anterior margin and consulted another 
B dermatologist who removed it by electrodesiccation. 
5 nodule appeared after this on the anterior 
i of the scar and there was thickening of 
E the posterior portion of the area of radiodermatitis. 
A jal The patient was referred to me. I did multiple 
E. biopsies. Those on the posterior margin showed 
E ae ‘simply radiodermatitis, but one on the anterior 
ge Upper margin near the outer canthus showed in- 
` vasive type of epithelioma. 
E en i referred the patient to a plastic surgeon with 
he suggestion that the entire area should be 
= widely excised down to the fascia and grafted 
. a in order to prevent this lesion from invading the 
b one or getting into the orbit. The plastic sur- 
removed the skin and subcutaneous tissues 
sry widely about the area and carried the dis- 
se ion down to and including a portion of the 
facial muscles, and covered the area with a thin 
NS T sit thickness skin graft. 
E. Pathological examination of the tissue removed 
A T 1owed that the margins of excision were not 
E. dequate and that the tumor at one edge had been 
E. cut through, and also in the deepest portions 
— fhere were remnants of epithelioma which had 
beer cut through. 
_ The plastic surgeon wrote to me that any fur- 
_ ther surgery would have to be extremely radical, 
b^ necessitating removal en bloc of muscle, nerve, 
and periosteum, so he thought it would be prefer- 
- able to wait ‘and watch for any recurrence. 
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Severe Cystic Acne; Perifolliculitis Capitis 

= Abscedens et Suffodiens. Pregented by Dm. 

d SE E Leste NICHOLAS. 

| m A well-developed and well-nourished white man, 
age 23, a salesman, developed mild acne on the nape 
. of his neck in his early teens. At age 18 he 

i a ^ = developed a sebaceous cyst on his scalp. Pustules 

E t and cystic lesions of his srun and neck continued 


E f. 
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Freee a definite recurrence ind a ‘month - 
in the center of the graft. I removed this for 
biopsy and when the report showed epithelioma, I 
excised widely and deeply the entire anterior mar- 
gin and two-thirds of the skin graft. Micro- | 
scopic examination of this tissue showed basal-cell 
epithelioma with pronounced scar formation. The 
epithelioma had apparently been completely ex- 
cised. Recuts of the tissue confirmed this report. 

Only time will tell whether the lesion has been 
completely cured. 28 


Discussion at] 


Dr. Cormra: Dr. Sachs, would you favor the 
Mohs chemosurgical method of treatment in a 
situation like this? 

Dr. Sacus: I certainly would. After all those 
failures, I think that would have been the method 
of choice. It would probably have been easier to 
get out all those finger-like projections that caused 
the recurrence. However, I think that Dr. Andrews | 
was much more heroic in his operation than I. _ 
So far, the result looks very good. Only time - 
will tell whether there is going to be a recurrence. —— 
However, if there is, I think that area should be — 
treated by Mohs' method without any further 
surgery, and see if it does not appear possible to 
ferret out all these little cells. 

Dr. Costetto: I agree with Dr. Sachs. It is 
impossible to cure this type of invasive roentgen- 
ray epithelioma by radical electrosurgery, by 
plastic surgery, by fractional surgery, by scalpel 
surgery, or any other method. When I treat one 
of these lesions adequately, with recurrences three 
times, I send the patients to Dr. Mohs in Madison, 
Wis. I must say that every patient I sent him 
got well. I am very enthusiastic about that treat- 
ment in recalcitrant, recurrent epitheliomas. 


to recur with greater frequency. In the last two 
years multiple cystic lesions developed over the 
angles of his mandible and the submental area. 
Many of the areas on the scalp healed with such 
thin and friable tissue that they bleed with even _ 
the slightest trauma, such as turning in bed. Several 
of the draining lesions on the nape of his neck 
have coalesced. Motion of the head is limited due 


o a Sir See Lan Aw ; - 
E AC $ 
SU to iur ae the skin of E ule F ity 
i me and past history are negative. 
Examination shows numerous areas of atrophic 
. and scarred alopecia on the scalp, several with 
 — oozing and crusting of purulent material. On the 
. nape of the neck there are numerous cystic lesions, 
some draining with marked tissue destruction and 
hair loss. There are inflammatory cystic lesions on 
~ the face, especially under the chin and at the 
~ —. angles of the jaws, where much tissue destruction 
= . is evident. There are numerous draining foci and 
_ few comedones. Scattered pustules appear on the 
chest and pubis. 
Medical examination showed the spleen to be 
palpable, but otherwise there was nothing remark- 
D able. 
t Laboratory Findings.—Hemoglobin, 14.7 gm. 95; 
| leukocytes 12,600/cu. mm.; neutrophils 7896; lym- 
phocytes 15%; monocytes 6%; eosinophils 1%; 
platelets approximately 500,000/cu. mm.; blood 
sugar 83 mg. 496; blood urea nitrogen 12.3%. Sero- 
— logic tests for syphilis were nonreactive. Urine 





A ult 


E: analysis revealed alkaline reaction, specific gravity 
— 019, very faint trace of albumin, no sugar, and 
= 0 to two leukocytes per high-power field. Serum 
2 = protein electrophoresis revealed the albumin and 
$ az-globulin to be slightly higher than normal; the 
E a-, B-, and y-globulin were within normal limits. 


Intradermal test with Staphylococcus toxoid (Le- 
— derle) was negative. 

Beo Treatment.—Systemic: tetracycline, erythromy- 
cin, autogenous vaccine, sulfadimethoxine (Mad- 
ribon), tolbutamide (Orinase), furaltadone (Alta- 
fur). Local: conventional x-ray (250 r), Fostex, 
trichloracetic acid, solid carbon dioxide, diluted 
Vleminckx’ solution. 





Discussion 


Dr. Miram Ree, Princeton, N.J.: I believe the 
presenter asked for therapeutic suggestions. I would 


E suggest you do a culture and sensitivity tests. I 


organisms seem sensitive but would give it in three 
or four times the usual dosage. I would also 
prescribe full-strength Vleminckx’ solution. I 
agree with the idea of x-ray epilation of the 
scalp. 

Dr. HERBERT A. LuscoMBE: I think the most 
. important feature in curing cases like this is 
| .. evacuation, 
—.. DR Lesie NicHoLAs: As far as evacuation is 
. concerned, it is actually impossible to get near the 
= lesions because of their exquisite tenderness. I 
. wanted to start steroid therapy when I first saw 
= this patient, but the internist who referred him to 
. me asked that all corticosteroids be delayed until 
the cause of the slight splenomegaly was deter- 
: E odd. There is one more item purposely omitted 
ES from the protocol which must be mentioned, and 


E would then give him an antibiotic to which his 










































this factor prompted his presentation. bee ton 
This man has been married one year. At f 
wife did not notice his disfiguring deri 
but now it affects her in several ways. She 
veloped pruritus vulvae, and subsequently gener- . 
alized pruritus and scratch dermatitis. She Mee $e 


ER. 


skin is cleared up very shortly. 


Lichen Planus of Tongue Resistant to Aid 


Therapy Including Vitamin A. Presented’ by 
Dr. Harry J. HURLEY. e 


Discussion 


Dr. Henry H. PERLMAN: Sometimes I reve 
back to the old remedies that were in use long | i 
before we had modern wonder drugs. We usc Bm 


GI 
qr 


to use bichloride of mercury, and I have obtaine e e 
excellent results on numerous occasions with = 2 =e 
grain t.i.d., well diluted after meals. Usually v 
gave it None with syrup of sarsaparilla as 
vehicle. E. 
Dr. Joun F. Witson: I would like to sugge 
the use of a steroid tablet in the form of a toms 
Sucking on a 5 mg. tablet of prednisolone onc E 
day might be helpful if the patient does not mi 
the bitter taste. 22 | 
Dr. BERNARD A, KriRSHBAUM: Since this oral 
lichen planus is asymptomatic and not troublir 
the patient at all, perhaps there should not be a 
active therapy, since the condition may becom 
fixed in the patient's mind as a disease. EC 
Dr. Douctass A. Decker: I recall some years ei 
ago reading a report of the New York Derma- | 
tological Society where a case of oral lichen planis i : 
was presented and they all agreed unanimously rs 
oral lichen planus never undergoes malignant de- - T 
generation. TOM A 
Lieut. Donarp L. Baxter, MC, USN (by in- = | 
vitation) : This patient and the preceding discussio: no . 
brings to mind a patient presented by Dr. Lock ie 
wood and myself at the Atlantic Decmiatoloae : 
Conference, March 14, 1959. Our patient was. pt. D: 
woman, age 60, who had had lichen planus ` 10 
years previously and who subsequently developed — ; 
leukoplakia on her tongue at the sites of former a 
lesions of lichen planus. She has been treated with | 
buccal vitamin A (150,000 units, t.i.d.) since - 
November, 1958, and the leukoplakia has persisted. 


Progressive Qystemic Sclerosis (Generaliz d 72 | 
Scleroderma). Presented by Dr. Harry x = 
HvnrEY. OR ; 
A Negro girl, aged 23, was admitted to 

hospital with evidence of progressive systemic - : 

sclerosis of more than one year's duration. The E 

process was apparently first noted in the scalp, - E 
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E : 
" V. ater the fingers, and subsequently in and about 
i^ A the forearms, face, and most recently the upper 
"posterior area of the chest. Some questionable 
E has myalgia has been noted, principally over the an- 
E _ terior legs, but electromyography and urinary ex- 
— cretion studies did not indicate myositis, Skin and 
4 - muscle biopsy of the calf were performed at an- 
^ other hospital and failed to reveal any definite 
- muscle involvement. Raynaud's phenomenon, ulcera- 
mur tion and paresthesia of the fingertips have been 
D. noted. Inability to move the fingers has been 
| / prominent recently. The patient has had some 
~ gastrointestinal complaints in recent weeks, prin- 
x E rur nausea and vomiting. There is some ques- 
K M tionable dysphagia as well at this time. The patient 

bue is readmitted for studies and treatment, 


Bs - Examination shows shiny, indurated "tight" skin 


RI 
y 
a 
e 


IM & changes on hands and fingers, forearms, neck, and |. 


ES = portions of face and scalp. Some ulcerations of 
--. fingertips are evident or resolving. 
E. ra Laboratory Findings —X-ray of the chest, with 
_ particular interest to the rib cage, failed to demon- 
| 3 strate any evidence of fracture of the ribs. Lungs 
A - were within normal limits. Examination of the 
E. , mouth with particular reference to the teeth failed 
.. to show any evidence of periapical infection. Com- 
- plete blood count showed: hemoglobin 14, hemato- 
5 - erit 42, white blood cell count 4,750, band forms 
a 5 segments 55, lymphocytes 40, urinalysis within 
|. normal limits, blood urea nitrogen 11, fasting blood 
paner 93 mg. %, serology nonreactive. 
 Biopsy.—Muscle biopsy from right forearm 
i; -diagnosed as scleroderma. 
b. - . Treatment.—Patient received salicylates and 
m < — physical therapy with some mild improvement until 
ES onset of cold weather. Changes of fingertips, 
- Secondary to Raynaud's phenomena, were not 
- helped by tolazoline hydrochloride (Priscoline). 
E Relaxin (Releasin) and/or chelation are to be 
E y emploved during this hospitalization. 


| b 


M 


ur 
(A n E. Discussion 
Dr. Hersert M. Leavirt, Easton, Pa.: I have 
. not seen many of these cases in Negroes. I wonder 
E whether it is common for them to develop the 
; _ peculiar areas of depigmentation shown by, this 
po over the knuckles and other bony promi- 
de. |. mences. 
~~ Dr. Herman BeerMan: Dr. Leavitt has for- 
è E sation since he has lived so long in a monochro- 
ae i matic neighborhood and therefore has not had 
Es occasion to see many of these persons. We had one 
~~ just last week. I would like to eask whether a 
ES gastrointestinal study has been made. 
A j Dr. Harry J. HURLEY: I am very concerned 
- about this girl. She was hospitalized in November 
and was studied very thoroughly at that time. 


_ There were no signs of involvement of the gastro- 


ES 


" S intestinal tract then. We are about to start her 
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vu vic Meis a 
Fa ms xi T ES Mu (s 


m he M ers DE k 

vt ees EM Jut is s f 
re M Ks DIES ~~ T E 
/— ARCHIVES OF DERMAT oid 
ART E de tts, ihe re pe DEAE 


7 5 P i l x (es l N 
^ $ 


on danh Gih dba tabat She fad > 





along. In the last few weeks, she has grown sig- 
nificantly worse, and I am quite sure now that there 
is gastrointestinal involvement. We shall study her 
thoroughly for organ involvement. We plan to 
avoid corticosteroids in the therapy for fear of 
possible precipitation of renal complications. 

Dr. BENjAMIN Gross: How long has she had 


pigmentation of the trunk? 
Dr. Harry J. Hurtey: I cannot say. It certainly 


has not been a prominent feature of her disease. i 
Dr. Joun F. Wirsow: I noticed that the muscle 

biopsy was done on the calf muscle. Dr. Paul | 

O'Leary at the Mayo Clinic had a chance to study — 


a number of cases of dermatomyositis and he was 
able to show that the large muscles just adjacent 
to the trunk were most apt to show inflammatory 
reaction, and biopsy was most informative in these 
muscles. 

Dr. Harry J. Hurtey: Your point is well made. | 
I did not order that muscle biopsy, or I would not — 


— D 

ete. 
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have requested that the specimen be secured from 
a region with apparent clinical signs of involve- UM 
ment. zad 

: >a 
Compound Cellular Nevus with a Band-like _ $ 


Distribution. Presented by Dr. JOSEPH A. M 
WITKOWSKI. | 
The patient is a white girl, 4 years old. mhes 4 
lesion was first noted several months after birth 


as a tan patch about the size of a 50-cent piece on 
the inner aspect of the left arm. During the first 
two years of life the lesion grew fairly rapidly 
to involve the arm and anterior axillary fold. Since 
then there has been a gradual increase in size 
in proportion to the growth of the child. 


Examination—There is a lesion extending in — 
band-like fashion from the anterior axillary fold, 
covering the medial and posterior aspect of the left — 
arm and the proximal one-third of the forarm. 

This consists of brownish plaques and discrete ad 
papules, some of which have a verrucous surface. 

Biopsy Report.—Compound cellular nevus. 


Discussion E 


Lirut. Donap L. Baxter, MC, USN (by in- e 
vitation) : The histologic diagnosis seems a little — 
surprising. 

Dr. JosepH A. Wirxkowskr: I believe that I 
have submitted a representative specimen of the 
lesion for histologic examination. I too was sur- 
prised to receive a diagnosis of compound cellular 
nevus from the pathologist. 

Dr. BENJAMIN Gross: Why not call this nevus 
unius lateris? 

Dr. JosepH A. WrrkowsKr: Nevus unius lateris 
is an epithelial nevus. The lesion under discussion 
is a melanocytic nevus. 
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Prima ' Syphilis. Presented by Dr: Dorotny R. 


|... The patient is a 31-year-old man. He has had 


numerous attacks of gonorrhea which have been 

= treated with penicillin. Present attack is of one and 

one-half weeks' duration. 

_ Examination.—There are a few scattered papules 

on face and body and deep ulceration on penis at 

the corona. Bilateral inguinal adenopathy is present. 
Laboratory Findings. — Dark-field examination 

positive. 

_ Treatment.—One injection of benzathine penicil- 


fin (Bicillin), 2,400,000 units. 


Primary Syphilis. Presented by Dr. Dororuy R. 
Lynn. 


The patient is a man, 23 years old. Previous 
serological tests, on discharge from the service in 
1955, were nonreactive. He had GC in 1956, treated 
with penicillin. In December, 1959, at blood donor 
bank, the serological tests for syphilis were posi- 
tive; dilutions not known. Eruption of penis is of 
two weeks’ duration, He was checked at a local 
hospital on Feb. 4, 1960, and told to take sitz baths. 

Examination.—There are two punched-out ulcera- 
tions on glans penis. Inguinal adenopathy is present. 

Laboratory Findings.—Serological tests for 
syphilis were reactive; dark-field examination posi- 
tive. 


Discussion on Preceding Cases 


Dr. HERMAN BEERMAN: I refer everyone to 
Lentz’ article in this week's issue of Philadelphia 
Medicine (Feb. 19, 1960) on the present status of 
syphilis in Philadelphia. I think perhaps we must 
do some thinking about reverting to the old methods 
of coping with the situation. 

Dr. LesLie NrcHoLAs: There have been 50 
cases of infectious (primary and secondary) syphi- 
lis reported to the Venereal Disease Section of the 
Philadelphia Department of Health since January 
1 of this year, a period of seven weeks. The in- 
cidence is increasing markedly in this city and most 
of the new cases are in fairly young individuals. 
You note that one of these cases tonight came to 
our attention through P.L.1510. For those of you 
who are not Pennsylvanians, I want to explain that 
in the Commonwealth of Pennsylvania there is a 
new law, Pamphlet Law 1510, which states that 
every clinical laboratory, public or private, must 
submit the name and address of any patient with 
a laboratory report positive for any venereal dis- 
ease to the Venereal Disease Section of the Health 
Department of the State or first-class city. Unless 
he reports the case, the physician is sent a letter 
within three weeks asking the medical status of 
the patient in regard to the reactive serologic test. 
The complete implementation of this law has not 
been set in motion for gonorrhea as it has for 
syphilis. 
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Dr. Ira L. ScHAMBERG: I am floored by this- 
figure of 70 cases in a little over a month. It was. AE 
only five or six years ago that Philadelphia had a 
very low figure. uo 
Dr. LesLie NicHoLAs: I said 50, not 70, cases. 
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Dr. BENJAMIN Gross: Does the laboratory re- 
port the reactive results to the city, or does the — ^ 
doctor ? a 

Dr. LrsurE NicHoLAs: The laboratories report; ^ 
names and addresses of positive reactors. B. 

Dr. Douctass A. Decker: May I ask where 
the files are kept? That could be a fairly im: E 
portant point, if they are too accessible. CORTE 

Dr. Joun F. Witson: I agree with Dr. Beer- ` 
man that we should revert to old methods, but I 
would like to reemphasize what Dr. Decker said i 
also. I thoroughly disagree that this is the way | ne 
to go about handling disease reporting. The Penns 
sylvania Medical Society went on record at the  . 
last meeting in October, 1959, as recommending | wat 
withdrawal of this law. There is no question bu É-- 
that -we are interested in tracing cases of syphilis, | af 
and it is time something was done about building |. | 
up a private organization such as we used to have Wm 
years ago. Invasion of individual privacy by law 
is not the way to handle it. I have met with the aS 
problem in at least a dozen private cases. Tt is m 
impossible to avoid it. I have discussed the matter 
with physicians in neighboring states as to whether 4 


B 
Aa 


they are forced by law to report cases. Tt may be: d 
possible to have serologic studies performed in’ | 
these states to permit the individual his privacy. | ^ 
The question, of course, arises as to whether it a 


A^ 
should not be possible to treat these patients, many — 


of them outstanding people in the community, with- id 


4 [3^b* 


out having their blood tests reported to a public | Jo 
agency, with the potential embarrassment that could EF. 
be involved. h 
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25 years ago, when premarital and prenatal laws * | 
went into effect. The prenatal law had the teeth © 
taken out of it, since it now reads that every preg- 


nant woman going to an obstetrician has to have |j 


a test for syphilis within a certain period of time M 
—if the patient does not object. | ONE 

Dr. BENJAMIN Gross: I am still not clear on 
how this will work. After all, blood samples would. —— 
be sent to the laboratory again and again over a. SEN 
period of months. Will the laboratory report the- i 
results each time? bikes E. 

Dr. LesLie NicHoLAs: The Venereal Disease US 
Section of the Department of Health maintains mes 
confidential cegtral registry file of all cases of Ee 
venereal disease reported by the physicians in the ^ AA 
city. However, if the name of the positive reactor DA 3 
is on this list, the matter is closed. On the other . 
hand, if the name is not on the central registry, 


€ 
23 


a period of three weeks is allowed for the clinician a 

to report the case; after this period, the registry VOR 
$ ^ 

è a 
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a esting | information on the medical status of the 
E patient. The laboratory reports once for each posi- 
^i tive laboratory procedure; the physician reports 
- each infection once. 


contacted about this? I raise the question because 
F I had a patient, from this hospital as a matter 

of fact, and apparently she had a visit from a 
_ representative of the State Board of Health (she 
* tives outside the city) who casually told her she 
ne - had syphilis. Actually, that was not the case at 
E. E this was a biologic false-positive. It just so 
appened that the usual serologic tests were re- 
f active. The RPCF and TPCF tests vindicated her. 
GoD Naturally, the woman was distressed. It is un- 
* fo rtunate to have such things happen just because 
e serological tests were reactive. She was con- 
erned about her daughter’s forthcoming marriage 
a and wondering whether this report in the State 
Capital at Harrisburg would affect her family 
‘and reflect on her respectability. 
Dg. Leste NicHotas: It is hard for me to 
tT nagine anyone running around divulging this kind 
E: of information. However, there is one question 
| - which remains to be answered. If the clinician 
E - ignores the letter requesting information, the Cen- 
B. | tral Registry is rechecked and another letter is 


at 


S sent after another period of three weeks. If this 


3 Pe no response, a Disease Control Investigator 
*- wisits the physician and asks him about the medical 
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B stoma  Intrapapillare 
forme. Presented by Dr. JouN H. EPSTEIN 
Mo pie and Dr. Francis J. SuLLivAN (by invitation). 
— . A 17-year-old youth was admitted to Moffitt 
P: Tospital for evaluation of cystinuria with neph- 
2h olithiasis and recurrent urinary tract infections 
E" e the age of 3 years. 

— Two and one-half years ago the patient first 
noted a few isolated papular, somewhat pruritic 
ET ped of the occipital area and the nape of the 
| neck. Since that time the lesions eof the occiput 
3 P: * have cleared, but there has been an increase in 
2 Be. the number of lesions over the nape. These are 
P. 3 intermittently pruritic and “irritated.” Occasion- 
~ . ally, there has been a small amount or purulent 


= Submitted for publication May 23, 1960. 
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status of the patient with Sipe’ to the reactive ^ 0m 
serologic test. Never does the Health Department : 
worker visit or write to the patient without the 
permission of the physician, whose name is on the 
laboratory request card. 


Dr. Joun F. Wilson: So far, none of my pa- 
tients have been contacted without my approval. 
On the other hand, I do not know what will 
happen if I should continue to object. But that 
does not bother me nearly as much as the presence 
of a file of names and addresses in a public agency 
for identification of persons. There may be some 
parallel in Dr. Beerman's discussion of premarital 
laws, but that does not justify the invasion of 
privacy of the individual by Pamphlet Law 1510 
in the Commonwealth of Pennsylvania for the 
reporting of serologically positive patients. 
Epidermodysplasia Verruciformis. Squamous-Cell Epitheli- 

oma. Presented by Dr. Harry J. HURLEY. 
Encephalotrigeminal Angiomatosis. Presented by DR. 


JosepH A. WITKOWSKI. Ny 
Granuloma. Etiology Undetermined. Possible Silica Gran- EUN 


j 

uloma, Possible Paragranuloma. Presented by Dr. HARRY d 
J. Hunrrv. e 
Lichen Sclerosus et Atrophicus. Presented by Dr. Harry $A 
J. HURLEY. ; 


Arthropathie Psoriasis. Presented by Dr. Harry J. — Nod 
HURLEY. ae 

Palmar Erythema vs. Mottled Erythema of Palms. Pre- A 
sented by Dr. Harry J. HURLEY. 

Chronic Edema of Lip. Relation to Streptococcal Infection 
of Tonsils, Presented by Dr. Harry J. HURLEY. 

Ehler’s-Danlos Syndrome? Presented by Dr. Harry J. 
HURLEY. 
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discharge from individual lesions, and if trau- 


matized they bleed freely. x2 
On examination there are acneform lesions on 


the cheeks, but otherwise the skin is entirely clear £ 
save for the skin of the neck, which shows 
erythematous papules of a conical shape with — 
keratotic plugging in most lesions. In others there — 
is a suggestion of “delling.” The older lesions 
show arcuate or annular configurations with cen- 
tral clearing (Figs. 1 and 2). 


Discussion 


Dr. Ervin ErsrEIN: I have seen three cases of 
this condition. In the differential diagnosis one 
must consider verrucae, acne keloid, and tinea. I 
have used a number of therapeutic approaches, 


SOCIETY TRANSACTIONS 


Fig. 1—Elastoma  in- 
trapapillare -perforans 
verruciforme, nuchal 
area. Note arcuate ar- 
rangement with clear cen- 
ters, 





including electrodesiccation, x-radiation, and other Dn. WILLIAM EPSTEIN: 
modalities, but the condition was resistant to all 
treatments attempted. However, the lesions dis- 
appear spontaneously with time. 


I’m not at all certain 
orcein-staining fibers are elastic tissue. Since we 
have the facilities available I suggest we examine 
this tissue under the electron microscope. I have 


Fig. 2.—Elastoma intrapapillare per- 
forans verruciforme, X 280. Elastic 
tissue stain. 
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seen several subjects with folliculitis following - 


= dexamethasone therapy. The biopsies revealed an 
- unusual reaction in the tissue, which is very vas- 
E A - cular, and the wall of the involved pilosebaceous 
T aM i apparatus ruptures so that the invading epithelial 
- .- cells from the walls of the follicles contained 
. orcein-staining fibers. One might say that elastic 
E ie tissue was invading the follicles, but I do not be- 
M lieve this is the case. I believe these findings are 
.  artefactual, but I do not know why these fibers 
d s Sike on an orcein stain. 
* -= Dm. Troy G. Rortıns: This is a most interest- 
E ing case and may well represent this entity, but 
| Y iically the lesions are more suggestive of acne 
' keloidalis. In the slide I am unable to find the 
b | histopathologic changes described for elastoma 
" jintrapapillare perforans verruciforme. 'The single 
a case of this disease that I have seen improved 
EU - readily with cryotherapy. I suggest that this be 


"f 


^ Ye used here. | 
E Po Dr. Francis J. SuLtivAn (by invitation) : We 
K E did not demonstrate elastic- or orcein-staining 
NY. ‘fibriles entering into the epidermis as was origi- 
E .. nally described; however, this may be due to the 
_. sections being cut peripherally from the lesion. 
~~ We are recutting them. 

d - The disease process shown by this patient was 
- first described in 1953 by Lutz and reviewed in 
= 1954 by Miescher, who reported an additional case 
2 E. and called the condition elastoma intrapapillare 
P E perforans verruciforme. A variety of other names 
am sy a have been applied to the condition, the most recent 
EC. -and probably the most satisfactory being elastosis 
LM | perforans serpiginosa (Hitch et al: A.M.A. 
— .  AncH. Dermat. 79:407, 1959). The latter term 
¿infers an abnormal change in elastic tissue rather 
PA » than actual tumor formation implicit in the term 
"7.  "elastoma." The location of the lesions, their 
E. centrifugal progression with central clearing, and 
= the onset in the late teens are typical of the 
- condition. The presence of orcein-staining fibers 


E. high in the dermal papillae and their encroachment 
COMM on the adjacent epidermal structures is striking ; 
em however, the true nature of the fibers is not 
~~ clear. Some authors feel that they represent pro- 


m liferating or at least altered elastic tissue fibers, 
^. - while others are of the impression that they repre- 
i " . sent altered collagen. In addition Marshall and 
—7-- Lurie feel that the disease starts in the follicle 
| ~ / and secondarily affects the surrounding dermis, 

— while most authors are of the opinion that the 


E ^. initial changes occur in the upper layers of the 
MS corium and the dermal papillae. 

4) 00 Dr. Ervin Epstein was correct gn his recollec- 
z $i tion of the tendency of most cases toward spon- 
E. taneous regression, and the apparent mild atrophy 


~~ dn the clearing central portions of our patient's 
".- lesions has also been noted in the literature. 

| Although studies with elastase have supported 
the theory that these are truly elastic fibers, I 
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would agree that electron Bernd studies igit 
further clarify their nature. 


Diffuse Lepromatosis. Presented by Dr. Mar- 
vin WEINREB and Dr. PAUL FASAL. 


A 37-year-old woman, born in Arizona, resided 
in the State of Sinaloa, Mexico, from 1941 to 
1943, and from 1944 to 1950. Since 1950 she has 
been feeling ill. Spots developed on her back and 
legs. Gradually her eyelashes and eyebrows began 
to fall out, and her face, hands, and feet were 
swollen. She has been getting worse rather rap- 
idly. The patient has been married twice, once in 
1944 to a Mexican from the State of Sinaloa, 
from whom she was divorced in 1950. She was 
remarried in Arizona in 1954. 

There is intense swelling of the entire face, 
and to a slighter degree, of both hands and feet. 
The eyebrows and lashes are missing. There are 
scattered areas of impaired sensation over the body. 

Histopathological examination of a biopsy speci- 
men from normal-appearing skin on her chest 
shows small foci of a histiocytic (small foam 
cells) infiltrate, mainly located around the adnexae 
and nerves, Large numbers of acid-fast bacilli 
are present, not only in the foci of infiltrate, but 
also without pronounced relationship to dermal 
structures. Tiny infiltrates of bacilli are seen 
along very small blood vessels, often within the 
walls of the vessels. These bacilli are heavily 
stained and suggest more recent development. 


Discussion 


Dr. WALTER E. Weger: Most interesting to me 
was the fact that itching was the complaint that 
prompted this patient to see the physician. On 
casual examination, a rather chubby Mexican 
woman, who complains of itching on the back and 
trunk, and who has her eyebrows painted, is seen. 
I congratulate the ki on making the diag- 
nosis. 


Dr. PauL FASAL: This patient suffers from 
diffuse lepromatosis, a relatively rare form of 
lepromatous leprosy. There are no nodular le- 
sions of the skin, or ocular involvement, but a 
diffuse infiltration of the skin with loss of eye- 
brows, eyelashes, and later loss of all the hair 
of the body, as well as numbness of the extremi- - 
ties. 


I hope you looked at the acid-fast stain and 
saw the tremendous number of acid-fast bacilli 
in skin which appeared clinically normal. The 
bacilli are not only in the small foci of histiocytes, 
but in the sweat glands, nerves, and blood vessel 
walls. A lepra reaction in such a case leads to 
Lucio’s phenomenon, or erythema necroticans. Dif- 
fuse leprosy and erythema necroticans are usually 
seen in patients from the State of Sinaloa in 
Mexico. This patient’s father lived in Sinaloa, 
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f and she, although bom is the United States, lived 
. for years in Sinaloa, and her first husband was 
born there. 

h Diffuse leprosy is a serious disease, and any 
wrong move in the management can lead to se- 
vere complications. We, therefore, recommended 
strongly to this patient to agree to hospitalization 
in the U.S. Public Health Service Hospital in 
Carville, as she is not in a condition suitable for 
ambulatory treatment, and I am happy to say that 
. she agreed. She will be flown there in a few 
= days, She did not tolerate even small doses of 
. Diasone, and now, after an initial improvement, 
- feels worse after small doses of Ciba 1906. 

In this case some reasonable form of isolation 
is advisable as this patient carries innumerable 
bacilli, and even if she does not have open skin 
lesions, bacilli are excreted in the sweat. 
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Disseminated Discoid Lupus Erythematosus 
Complicated by a Possible Drug Eruption. 
Presented by Cot. RAymMonp M. WILLIAMs, 
MC, USA. 


A 42-year-old woman was found to have a 
subnormal basal metabolic rate in October, 1959, 
and was given thyroid by her internist. Five weeks 
later, she developed reddish patches of dermatitis 
on the bridge of the nose and left cheek. This 

- spread to involve the face, neck, and extensor 
_ surfaces of the arms and forearms bilaterally. 

In 1941 she had a streptococcal sore throat 
complicated by pneumonia and was found to have 
a positive blood serology on routine examination. 
The diagnosis of congenital syphilis was made, 
and she was subsequently treated with arm and 
hip injections for six months. Again in 1946, at 
age 28, she was told she had syphilis and was 
hospitalized for a course of penicillin. In 1957 she 

. was subjected to further tests, including a TPI 
: which was negative, At present the serologic test 
of her blood is anticomplementary. 

On Jan. 4, 1960, a skin biopsy was reported 
compatible with discoid lupus erythematosus and 
Triquin therapy was prescribed. On Jan. 17 a 
generalized eruption began on the trunk and in 
three days involved the entire integument. When 
first seen at Letterman General Hospital on Jan. 
18, she had discrete reddish patches on the face 
and exposed portions of the neck and upper 
extremities, and a diffuse morbilliform eruption 
on the chest, abdomen, and back, with petechial 


Submitted for publication May 27, 1960. 
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Apropos of management of leprosy,. we nov ow 
have an outpatient clinic for leprosy patients at c. 
the U.S. Public Health Service Hospital in an | 
Francisco, where all the facilities of the various - 
consulting services are available and where p 


tients are supplied with the necessary medicatic 1€ 
Glomus Tumor, Nail Bed, Right Thumb. Presented b; ya 
Cot. RAvMoNp M. WirLiAMS, MC, USA. Er. 
Tuberculosis Verrucosa Cutis, Presented by Cor. Rays 2 
M. WiLLiAMs, MC, USA, and Carr. ALBRECHT F 
SomMER, MC, USA (by invitation). , : 
Morphea-Type Base-Cell Epithelioma. Presented by CoL. 
Raymonp M. WirLiAMs MC, USA, and Capt. ROBERT A 
NgiLL, MC, USA (by invitation). EC 
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lesions on the palms, soles, and lower extremities. 3 
There were scattered reddish patches in the es 
with partial alopecia and bilateral lesions of the | 
oral mucosa. Nu 
At present extensive laboratory studies, including — 
a BMR, protein-bound iodine, four L.E. cell LI ^s 
arations, and porphyrin studies, are normal. Total . (a 
serum protein is normal, but with a 1:1 albumini 
globulin ratio. The white blood count is 4,600 and 
sedimentation rate 27 mm. in one hour. 


The generalized eruption has cleared, but the 
original lesions of the face and buccal mucosa | E 
persist and appear to be improving on local applica- | v ; 
tion of steroid ointment and protection from the | 
sun. 
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. Discussion Ii 

Dr. HrmBERT L. JosEPH: I believe this is sys- 
temic rather than discoid lupus. The altered serum - 
proteins, leukopenia, and the type of the erup- . 
tion on the face without atrophy or scarring s 
are characteristic of systemic lupus. Repeatedly 
negative L.E. tests do not rule this out. The. Xa 
generalized eruption may have been from the | 
antimalarial, but petechial lesions can also occur , 
in systemic lupus. There is a possibility of liver * 
damage from prolonged treatment with the anti- . 3 
malarials. Occasionally patients taking these drugs - 
will have positive cephalin flocculation tests. This — 
has happened recently in two of my patients, one TE 3 
of whom had portal cirrhosis found during anus “| 
abdominal laparotomy and proven by liver biopsy. . 
I doubt that this patient ever had syphilis. Most ‘a 
likely these were false-positive blood serclog E 
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due to systemic lupus. This is verified by the 
recently negative TPI. 

Dr. Jonn H. Epstern: When I reviewed the 
literature on antimalarial drugs used in lupus 
erythematosus and polymorphous light eruptions 
two years ago, I could find no reports of liver dam- 
age, with one exception. Acute exacerbations were 
noted in several cases of porphyria which were be- 
ing treated with these drugs. The findings were 
suggestive of hepatic toxicity. More recent infor- 
mation suggests that Camoquin may cause liver 
damage. 

Dr. Eucene M. FARBER: This patient represents 
an example of Harvey's study on lupus ery- 
thematosus. He reviewed about 170 patients with 
this disease and called attention to the fact that 
patients can be systemically ill for 20 to 30 years 
with lupus. In reviewing their entire medical his- 
tories, as in this woman, the diagnosis of syphilis, 
pneumonia, and an unexplained eruption can all 
be explained on this basis. Arthralgias, nephritis, 
anemia, and unexplained fever are found and the 
patient be quite well between attacks, then sud- 
denly an acute exacerbation may occur, perhaps 
with a rapid exodus. 

At Stanford we tried to analyze our records 
as to how many patients with chronic discoid 
lupus eventually developed systemic lupus, but we 
were unable to complete this because of the vague 
histories and physical examinations which have 
been recorded. 


Dr. MORTIMER S. FALK: Sometimes one tech- 
nician can find L.E. cells where another cannot. 
This is a difficult test and repeated L.E. prepara- 
tions should be made over a period of time. 


Case for Diagnosis: Generalized Idiopathic 
Telangiectasia. Presented by Dr. Epwarp J. 
RINGROSE. 


A 10-year-old Japanese-American girl was first 
noted to have a change in skin one year ago. It 
started on the lower extremities and gradually 
spread upward to involve the entire skin surface. 
The skin has always been dry, and the general 
health had been good until four months ago. At 
that time she had a streptococcic sore throat, 
followed by blood and albumin in the urine, and 
was thought to have nephritis even though she 
did not feel ill. On examination, she is somewhat 
overweight. There is a dusky erythema of the 
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entire skin, most pronounced distally. Close ex- 
amination reveals that the discoloration is due to 
innumerable telangiectatic vessels. Pronounced 
blanching occurs on pressure. Some sparseness of 
the hair is seen bilaterally at the crown. A mass, 
presumably liver, is palpable 3 fingerbreadths be- 
low the right costal margin. 

There is 2+ albuminuria and the cephalin floccu- 
lation is 1+ at 24 hours and 2+ at 48 hours. 
Other liver and kidney function tests are normal. 
A biopsy from the skin of the left leg shows 
numerous telangiectatic vessels. 


Discussion 


Dr. Eucene M. Farser: This is an extraordi- 
nary expression of a disease. There is livido reticu- 
laris on the thighs and some patches on the body. 
On the lower extremities the lividity is coalesced 
and the reticular pattern is not present below the 
knees because of edema. An iron stain would 
undoubtedly be positive. 

I believe this girl has nephritis from a strepto- 
coccic infection. This would be classified as livido 
reticularis symptomatica. Whatever substance dam- 
aged her kidneys has also damaged the capillaries 
in the dermis, resulting in dilatation and atony, so 
that these dilated vessels in the upper cutis lying 
just below the basal cell layer produce this cutane- 
ous manifestation. This girl should be watched 
carefully because of the renal problem. 

Dr. Epwarp J. RiNcROsE: Dr. Farber’s hypothe- 
sis is most interesting ; however, the mother noticed 
the discoloration on the girl’s thighs about eight 
months prior to the sore throat and nephritis. 
Apparently she was seen by a urologist who found 
no kidney abnormalities on x-ray examination but 
found casts in the urine which disappeared in a 
few weeks. 

My impression is that she has an enlarged liver 
and that the telangiectasia may be associated with 
liver disease. Dr. Fa-chi Dunn indicated that 
telangiectasia of this type is occasionally asso- 
ciated with hamartomas of the liver. I have seen 
telangiectasia associated with congenital heart dis- 
ease but, so far as I can determine, this patient's 


heart is perfectly normal. 

Poikiloderma Atrophicans Vasculare (Jacobi). 
by Dr. Joun P. Briske. 

Case for Diagnosis. 
HERBERT L. JOSEPH. 


Presented 


Parapsoriasis? Presented by Dr. 


dil 





Osler's Contributions to Dermatology 


THOMAS J. SULLIVAN, M.D., Montreal, Canada 


"But when you have seen, read. And when you 
can, read the original descriptions of the masters, 
who, with crude methods of study, saw so clearly." 

—Sir William Osler 


At a meeting of the Johns Hopkins 
Medical Faculty, Professor William H. 


Welch said of Sir William Osler that he 
was, “beyond peradventure, the greatest 
physician of his time". ? His fame was not 
the effect of any isolated quality or achieve- 
remarkable 


ment, but the resultant of a 


complex—eminence in bedside medicine, 


original accomplishment in science, dedi- 


cated medical teaching, contributions to 


medical literature and history, and the 
origination of many novel views and apho- 
risms. He was a publicist, a classicist, and 
a scholar; a friend and mentor to patients, 
pupils, and colleagues alike. 

No modern writer has contributed so 
much to the task of bringing the study of 
medicine to a scientific, orderly form as Sir 


William Osler, 


more far-reaching influence on American 


exercising a deeper and 
medicine than any other man. His cohesive 
and synthetic effect arose not only from his 
teachings and writings, but also from his 
remarkable development of the "teaching" 
medical clinic, and from the direct personal 
influence of “Osler the Man”, 

In his speech at the great dinner given 
him when leaving Johns Hopkins Univer- 
sity for Oxford in the year 1905, he said: 





Submitted for publication Jan. 11, 1960 

From Division of Dermatology, Stanford Uni- 
versity School of Medicine, (Eugene M. Farber, 
M.D., Director.) 





Fig. 1—Dr. Osler in 1905, from a photograph 
by William Notman, Montreal, Canada. 


“I have three personal ideals; one, to do the 
about 


. the second, to act the Golden 


days work well and not bother 
tomorrow .. 
Rule toward my professional brethren and 
and 


third, to cultivate such a spirit of equanim- 


the patients committed to my care . 


ity as would"enable me to bear success 
with humility, the affections of my friends 
without pride, and to be ready, when the 
day of sorrow and grief came, to meet it 
with the courage befitting a man." ? 
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OSLEF + 
MODERN 
VED CINE 


OSLERS 
MODERN 
MEDICINE 


— 


Fig. 2— The seven vol- 
umes of “Osler’s Modern 
Medicine." 


Osler's published contributions to medi- 
cine were many—over 7/00 !—but all were 
fresh in thought and style and influenced 
the profession almost more than his 
classical text, "Modern Medicine, Its 
Theory and Practice.” * His influence on 
medicine was felt both on this continent 
and in Europe. As an author on subjects 
not exclusively medical, he was prolific. His 
" Aequanimitas," * “Councils and Ideals,” ? 
“An Alabama Student," 9 and other bio- 
graphic essays were addresses delivered at 
one time or another on various ethical, 
historical, and literary subjects. The Inger- 
soll Lecture, delivered at Harvard in 1904, 
created much interest and discussion. In it 
he said that he would "rather be mistaken 
with Plato than be in the right with those 
who deny altogether the Life after death." * 

As a writer, Osler possessed an excellent 
style, terse, to the point, a master of the 
short sentence completely devoid of ob- 
scurity, Francis J. Shepherd says that in 
his one volume, “The Practice of Medi- 
“there was more meat than in 
many systems.” He loved books and 
libraries and was a great collector of rare 
His excursions into the historical 


cine." 


editions. 
side of medicine were 
structive, and his biographical studies such 
most accurate and 


numerous and in- 


as “Linacre”? were 


valuable. 


.. “To keep his mind sweet," said Sir 


William, “the modern scientific man should 
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be saturated with the Bible, Plato, Shake- 
speare and Milton." 
digious. In 


His reading was pro- 
that one 
volume which contains more of his wisdom, 
wit, geniality, and sympathy than any other, 
he prefixed quotations, sometimes one or 
two, sometimes several to each essay. The 
sources of these selections are 
astonishingly diverse. Examples are the 
Bible, Shakespeare, Tennyson, Sir Thomas 
Browne, Jowett, Robert Louis Stevenson, 
Marcus Aurelius, Matthew Arnold, Plato, 
Cardinal Newman, Walter Pater, Gomperz, 
Johnson, Bunyan, Cardan, Omar Khayyam, 
Richard de Bury, Milton, Shelley, Oliver 
Wendell Holmes, Aristotle, Emerson. and 
Saint Augustine. 

Olser 1844 in Ontario, 
Canada, and raised in a devoutly religious 


"Aequanimitas," 


choice 


was born in 
family, the son of a fervent Anglican 
missionary. With this background, it is 
not surprising that he should bring to 
medicine heaven's first law, Order. Shortly 
after his graduation in April, 1872, he 
sailed for England to pursue his studies in 
the schools of the Old World. Dublin, 
Glasgow, and Edinburgh were first visited, 
but he finally settled in London, where for 
many months he worked in the physiological 
laboratory of University College. In spare 
hours he attended the ward clinics of 
William Jenner and Wilson Fox, and the 
outpatient services of Ringer and Bastian. 
He spent the winter of 1873 in Berlin 
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studying pathology under Virchow and at- 
tending the clinics of Hoffmann, Frerichs, 
Ewald, and Traube. He made many notes 
of the new facts and methods which he 
considered helpful and valuable for his later 
teaching. Early in 1874 he left Berlin for 
Vienna, where he spent the early part of 
the year in the wards of Widerhoffer, 
Bamberger, and von Hebra. 


Influenced directly by Virchow, at an 
era when this branch of medicine was mak- 
ing some of its greatest advances, it is 
easy to understand why the pathological 
pattern is so closely woven into his work. 
As a youth he investigated trypanosomes !? 
and blood platelets, and discovered an 
organism now bearing his name, Filaria 
Osleri.? He described a form of heredi- 
tary telangiectasia,? and one mode of 
cyanotic polycythemia which goes by the 
name Osler-Vaquez disease. He investi- 
gated the sliding-valve action of ball thrombi 
and did a vast amount of work on aneu- 
rysm, endocarditis, and other disorders of 
the circulatory system. The “Osler Spot" 
of endocarditis is probably but one of the 
many clinical minutiae noted by him in 
bedside practice. 


Osler became a professor at McGill 
University in Montreal at the age of 35 ( !) 
He instituted the first classes in histology 
at the University. In 1884, after reorgan- 
izing the School of Medicine and con- 
tributing greatly to its collection of 
pathological specimens, he left McGill for 
Philadelphia. When Johns Hopkins Uni- 
versity was forming a Medical School, 
Osler was offered the Chair of Medicine, 
where he remained until 1904, at which 
time he left to be made Regius Professor 
at Oxford. 


After 15 intensive and strenuous years in 
England, at the age of 70, he contracted 
pneumonia which resulted in an empyema. 
He died at Oxford on December 29, 1919. 
Osler's voluminous writ- 
ings, I have 100 of his 
published articles with 
essentially dermatologic. Their wide range 


From among 
counted over 


dealing subjects 


Sullivan 


is astounding. A few of these are: brom- 
hidrosis, erythema multiforme,!? herpes 
zoster with facial paralysis," erythrome- 
lalgia of Weir Mitchell? geographic 
tongue,!® ^ hemochromatosis,?? leprosy,” 
ochronosis,?? perléche,?? purpura,?* and dif- 
fuse scleroderma.?? His publications ranged 
from the eosinophilia of Hodgkin's disease 
to the varieties of eruption in smallpox, and 
were numerous concerning cutaneous angio- 
mata. 


Tuberculosis verrucosa cutis was well 
known to Osler. In an article entitled “The 
Anatomical Tubercle” in 1889 he wrote: “I 
have myself eight or ten scars from these 
warts, which I have had at times on my 
hands during the past fifteen years. They 
rarely increase in size beyond a quarter of 
a dollar piece, are seldom painful, and are 
only unpleasant because of the disfigure- 
ment. In my case they have lasted variable 
periods of four or five weeks to eight or 
nine months." ?6 


“Lanolin; a New Base for Ointments," 
was the title of a review published in the 
Medical News of Philadelphia in the year 
1885. He reviewed the subject of actino- 
mycosis from the data of Bollinger’s and 
Israel's papers. The following year he 
published the report of a case that had been 
presented at the Chicago Medical Society, 
referring to it as “The first advanced case 
of actinomycosis in man in this country.” 28 


Osler’s interest in smallpox dated from 
1875, when he was placed in charge of the 
Smallpox Ward at the Montreal General 
Hospital. He wrote papers on the various 
rashes and the hemorrhagic form of small- 
pox.?39 [n 1888 he wrote in the Medical 
Standard of Chicago: “The diagnosis of 
smallpox from varicella is not always easy. 
In 1885 the Chicago case which conveyed 
the disease to Montreal was regarded as 
varicella, and not isolated . . . an error 
which was directly responsible for one of 
the most fatal of modern epidemics." ?! 

An editorial, also in 1888, entitled “The 
Poisonous Effects of Petroleum," ?? con- 
cerned the recognition of oil acne. It dealt 
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with a careful study of the oil regions of 
Pennsylvania at the Point Breeze refineries 
in Philadelphia. It noted the presence of a 
severe disseminated acne, “observed long 
ago in the Crimean, Caucasian, and 
Roumanian oil regions." In the same year 
Osler published an interesting study of 
angioneurotic edema, with notes on the he- 
redity of a case and a genealogical table.** 
In 1892 he reported on arsenical toxicity 
resulting from the use of Fowler’s solu- 
tion.** Other papers followed on Hodgkin's 
disease, rheumatic purpura,?? anthrax,?' 
Ludwig's angina,?? syphilitic dementia para- 
lytica,?? linea albicantes," Addison’s dis- 
ease,*! various forms of pigmentation,*? and 
the temperature of the peripheral parts.*? 

One of Osler's best-known contributions 
is probably “The Visceral Complications 


THE BRITISH 
JOURNAL 


JULY, 19000. 


ARCHIVES OF DERMATOLOGY 


of Erythema Exudativum Multiforme." !9 
He noted urticaria, angioneurotic edema, 
purpura, exudative erythema, leukocytosis, 
splenomegaly, arthritis, fever, vomiting, 
colic, melena, asthma, alone or in combina- 
tion in his cases, He also observed a close 
affinity between erythema multiforme, 
Henoch’s purpura, urticaria, and angioneu- 
rotic edema. In 1907 he submitted a case 
of telangectasia macularis eruptiva perstans 
under the title: “Telangiectasis Circum- 
scripta Universalis.” 44 In 1900 he published 
the now well-known paper (Osler's Dis- 
ease), "On a Family Form of Recurring 
Epistaxis Associated with Multiple Telan- 
giectasiae of the Skin and Mucous Mem- 
branes.” 18 

Osler-Vaquez disease, as it is now known, 
appeared in 1903 under the title: “Chronic 


OF DERMATOLOGY. 


THE VISCERAL LESIONS'OF THE ERYTHEMA GROUP.» 


BY WILLIAM OSLER, M.D., F.R.8., 


Professor of Medicine, Johns Hopkins University. 


IN December, 1895,+ I published a series of eleven cases charac- 


terised by— 


I. Polymorphous skin lesions: (a) acute circumscribed cedema; 
(b) urticaria; (c) purpura; and (d) ordinary exudative erythema. 


lI. Polymorphous visceral lesions : (a) local serous or hemorrhagic 
exudate in the walls of stomach or bowels, causing (1) crises of pain 


Fig. 3.—Title-page of “Visceral Le- 
sions of the Erythema Group.” 


and (2) hemorrhages; (b) acute nephritis; and (c) certain rare 


pulmonary and other lesions. 


IIL Infiltration of synovial sheaths, peri-articular tissues, and 


arthritis. 


It would have been better, as some of my dermatological friends 
suggested, not to have described the cases under the name erythema 
exadativum multiforme, the term which has been used to designate 
the so-called pure type of polymorphous erythema, but it was really 
very difficult to find a name under which to group the cases. Duhring 
has suggested that the majority of them should be regarded as 
purpura rather than erythema, but in only Cases 6, 7, and 11 was 
purpura the sole lesion, while in the remaining cases there was 


exudate (either serous or hemorrhagic or both), with swelling. 


In the following communication I shall give the subsequent history 


* Paper prepared for the Jacobi Festschrift, New York, 1900. 


t American Journal of the Medical Sciences: cf. Brit. Journ. of Dermat. 


Vol. VIIL, p. 55. 
VOL. XII. 


58/490 


U 


Vol. 82, Oct., 1960 


OSLER AND DERMATOLOGY 


Cyanosis with Polycythaemia and Enlarged 
Spleen, a New Clinical Entity." !* In 1896, 
his interest fell upon diffuse scleroderma, 
and in an article published in the Maryland 
Medical Journal he stressed the distinction 
between the localized and the diffuse 
forms.? In the same year he wrote on 
the cerebral complications of Raynaud's 
disease.*® 

“Ochronosis, The Pigmentation of Carti- 
lages, Sclerotics and Skin in Alkapto- 
nuria"?? was written in 1904, following 
upon “The Significance of Cutaneous 
Angiomata" ** and “The Varieties of Linea 
Albicantes." *° 


In Osler’s magnum opus, “The Principles 
and Practice of Medicine," *5 he has re- 
vealed with a translucent style his exception- 
al attainments as a teacher. "The printed 
page," said the great bibliophile, “has 
brought me to mind with men in all parts 
of the world, and to feel that I have been 
helpful in promoting sound knowledge is 
my greatest satisfaction." 


Osler represented the older type of clini- 
cians who were, above all else, great ob- 
servers. But he was also the spokesman of 
the newer generation whose advances were, 
in the main, noteworthy because of the 
integration of scientific inquiry and labora- 
tory research. 


The prominent physicians of past cen- 
turies were masters of observation and 
disciples of the best kind of empiricism, 
who gave to the world their best through 
their personal experience at the bedside, 
and through their marvelous lucidity in re- 
cording their observations. Such were 
common features in the works of Bright, 
Addison, and Sydenham. Osler, who him- 
self was a master of descriptive narrative, 
allied himself with their generation. But 
Sir William stood at the gateway of the 
Newer World of Medicine and ceaselessly 
enriched his wide clinical. knowledge with 
the preliminary and biological sciences, 


Not the least important of Osler's char- 
acteristics was a devotion to his students. It 
was not a task but a privilege for him to 


Sullivan 


join them for his hospital rounds, gathering 
them about him and interesting them; to 
raise their ideals, giving them always new 
zest and new inspiration. 

One of Osler’s students, W. G. Mac- 
Callum, relates how “every case was a text 
for Doctor Osler, leading him always to the 
similar cases in his series and stirring us, 
in turn, to recall or watch for examples of 
our own. We scanned the people in the 
streetcars, searching for tophi, keratitis, 
rhagades or clubbed fingers. No doubt we 
did them great injustice in our conclusions 
and it is fortunate that they could not read 
our thoughts. But for us, the market place 
became peopled with the victims of every 
sort of ailment.” *? 

Dr. William W. Francis, Oslerianae 
Princeps, Osler Librarian at McGill Uni- 
versity, relates the story of a preacher in 
Montreal who was regarded as eccentric 
because he always wore a glove. Osler never 
knew, but suspected the reason . . . a lep- 
rous lesion on one hand, "He could diag- 
nose a leper sitting on an outdoor bench, 
but not through a glove! And in typhoid, 
it was a pallid rose spot that could ecape his 
eagle eye!" 9 In Baltimore he noticed at 
first glance a secondary syphilitic eruption 
on a new man hired to wait on table. 

Apropos of markings on the nails after 
prolonged fevers, he asked a third-year 
class how long it took nails to grow from 
base to tip. None of the class (including 
W. W. Francis) knew. Two months later 
he asked again. Most had looked it up. . . 
in vain. Two bright lads had marked the 
base of their own nails with silver nitrate, 
and were commended as budding “Don’t 
think, - try, Hunters." 

It is difficult to realize how a man of 
such voluminous medical and scientific con- 
tribution remained an avid bibliophile and 
classicist throughout his life, writing out- 
standing articles on “Climatology,” ?! “Sci- 
ence and  Immortality,"" “Men and 
Books,” 5 Keats,? Bergson,* Aristotle,” 


and Sir Thomas Browne.99 


1 Dr. Francis died Aug. 9, 1959, at the age of 
8l years. 
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Fig. 4—Sir William Osler, from the painting 
by John Sargent, "The Four Doctors," at The 
Johns Hopkins University. 


Wherever the English tongue was read, 
Osler's "Principles and Practice of Medi- 


' 48 It was translated into 


cine” 55 was known. 
Chinese, Spanish, French, and German. His 
exposition of the present was rooted in his 
knowledge of the past. The annals of medi- 
cal history probably contain no better ex- 
ample of a physician uniting so completely 
a wholehearted veneration for the past in 
medicine with the keenest enthusiasm for 
modern medical methods and knowledge. 

50 intimate and conspicuous was his 
fundamental knowledge of the great Gre- 
cians and Romans that he—a scientific 
specialist—received the extraordinary hon- 
our of election to the presidency of the 
Association of Classical Teachers of Great 
Britain. His remarkable address, "The Old 
Humanities and the New Science" ?* is one 
of his most outstanding presentations, [n 
it he accused the humanists of lamentable 


ignorance of the modern progress of 


science, and equally attacked his fellow 
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scientists for so utterly neglecting the 
humanities—yet made and kept friends on 
both sides. 


In this too-brief sketch I have touched 
upon only a few of the subjects which have 
gained the interest of the "Great Physician" 
the man who in complete humility and 
self-effacement spoke of Sir Jonathan 
Hutchinson as the “last of the world’s great 
multispecialists.” 58 
“T have loved no darkness, 
Sophisticated no truth, 
Nursed no delusion, 
Allowed no fears." ® 
Such was Osler, such were his ideals, and 
nobly did he live up to them. 
| am grateful to many for their invaluable aid 
in the preparation of this paper. I would like to 
thank, in particular, Dr. Eugene M. Farber, for 
his constant ‘encouragement in historical research: 
Dr. William W. Francis and Miss Cecile Desbarats 
of the Osler Library, McGill University, for much 
unpublished information on Osler; Mrs. Tomas- 
sini, medical librarian at the University of Cali- 
fornia Medical Center, San Francisco, for access 
to the valuable contents of the Esther Rosencrantz 
collection, and the tireless library staff of Lane 
Library at Stanford Hospitals, San Francisco. 


Suite 923, Medical Arts Building (25). 
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A Clinical Evaluation of Nicotinate Rubefacients 


JOSEPH B. PETERSON, M.D.; EUGENE M. FARBER, M.D., Palo Alto, Calif., and 


GEORGE P. FULTON, Ph.D., Boston 


The nicotinate rubefacients have recently 
attracted the interest of the dermatologist. 
The application of the tetrahydrofurfuryl 
ester of nicotinic acid to the skin of pa- 
tients with rheumatic fever,'? systemic 
lupus erythematosus,? nontuberculous forms 
of pneumonia,’ atopic dermatitis, and cer- 
tain other disorders has resulted in altered 
cutaneous reactions. An interest in the 
mode of action of such preparations and in 
the significance of the vascular responses 
they produce has thus been fostered. Thera- 
peutically, dermatologists have recently em- 
ployed such preparations in the treatment 
of alopecia areata 9?" and localized sclero- 
derma.* 

These and other interesting studies stim- 
ulated a recent evaluation of the efficacy 
of certain attested rubefacient preparations.’ 
This study disclosed that the rubefacient 
activity of equal strength preparations of 
ethyl nicotinate, of methyl nicotinate, and 
of the tetrahydrofurfuryl ester of nicotinic 
acid was for all intents and purposes equal. 
Since this work we have employed selected 
nicotinate rubefacients in various cutaneous 
disease states to determine possible diag- 
nostic and therapeutic values. 

It would seem if nicotinate rubefacients 
increase blood flow that they would be of 
some definite use to the dermatologist. 
Present methods of determining human 
cutaneous blood flow are for the most part 
restricted to an acral part such as the digit. 
Digital blood flow is usually based on the 
difference between digital volume determi- 
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nations before and after venous occlusion 
procedures. Digital volume is measured by 
determining volumetric displacement by the 
digit from an enclosed sealed cup.? It would 
seem desirable to determine digital blood 
flow both before and after application of 
a rubefacient and then to ascribe any in- 
crease in flow to the effect of the rubefa- 
cient applied. Unfortunately, edema as well 
as erythema results from the action of the 
nicotinate rubefacients on responsive skin,® 
and both of these would result in an in- 
crease in fingertip mass. Thus, the differ- 
ence between such determinations would 
not truly represent increase in blood flow. 


There is good reason to believe that cu- 
taneous blood flow is increased by the nico- 
tinate rubefacients even though absolute 
proof is not yet available. The sustained 
elevation of temperature induced by these 
agents? is certainly indirect proof of in- 
creased cutaneous blood flow, for if the 
vessels were merely dilated and the blood 
stagnant within them, the temperature rise 
would be short-lived, rather than sustained. 
Recent investigative work utilizing the ham- 
ster cheek pouch !? has definitely established 
that the blood flow of this animal is in- 
creased by nicotinate rubefacient prepara- 
tions. 


It was thought that the vasodilatory effect 
of rubefacients might offer nonspecific 
stimulation of therapeutic value in one or 
more of the common dermatoses. There- 
fore, patients with acne vulgaris were se- 
lected for evaluation. These patients 
applied a 5% preparation of methyl nico- 
tinate in a water-washable * base to one 
portion of their face twice a day for periods 

* All rubefacient preparations used in the second 


clinical portion of the rubefacient evaluation were 
courteously supplied by Stiefel Laboratories, Inc. 
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up to four weeks. All of these patients 
reported that rubefacient effects (1.e., red- 
ness and at times slight swelling of the 
skin) were experienced following each ap- 
plication. They also reported that a flare 
of erythema was produced in an area larger 
than that in which the ointment was applied. 
Two patients reported that ointment prep- 
arations applied close to the eye resulted in 
suffusion of the conjunctiva and tearing of 
the eyes. Several of the patients noted 
that the ointment preparation had a strong 
odor and that inhalations not infrequently 
induced an evanescent mild cough. One 
patient with papular acne vulgaris applied 
the preparation to a large area of the upper 
back only to suffer a mild syncopal attack 
soon thereafter. In none of the patients 
were the comedones, inflammatory papules, 
or pustular lesions influenced in any way 
by this therapy. 


Two patients with seborrheic dermatitis 
applied 5% methyl nicotinate in a water- 
washable base to the affected anterior hair- 
line areas twice a day. Erythema was 
uniformly produced over the four-week pe- 
riod of evaluation, although both patients 
noted that the erythema was less marked 
and less sustained as the trial period came 
to a close. The decline in erythema evoked 
by repeated nicotinate applications has pre- 
viously been noted by Callaway.” The pa- 
tients also noted that the erythema was 
more marked on the forehead region than 
on the scalp. Seborrheic dermatitis of the 
scalp seemed to be neither alleviated nor 
aggravated by this regimen. 

Preparations containing 214% methyl 
nicotinate and 214% crude coal tar in a 
water-washable base were prepared for 
application to lesions of psoriasis vulgaris. 
It was hoped that the known beneficial 
effects of tar on psoriasis might be en- 
hanced by the incorporation of a rubefa- 
cient in the preparation. Eight 
patients with psoriasis vulgaris applied the 
ointment four times a day to lesions on one 
side of the body, while to the corresponding 
lesions on the opposite side they applied 
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the same ointment devoid of the nicotinate 
rubefacient. Unfortunately the rubefacient 
seemed neither to add to nor to detract from 
the beneficial effect of the tar after an 
average observation period of 10 weeks. 


Dermatologists not infrequently see 
patients with postinflammatory macular hy- 
perpigmentation. Since the erythema, ede- 
ma, and hyperemia of a responsive skin 
to nicotinate rubefacients mimics the rubor, 
tumor, and calor of an inflammatory proc- 
ess, it was suggested that nicotinate rube- 
facients might be of value in the treatment 
of vitiligo. Patients with idiopathic vitiligo 
were therefore instructed to apply 5% 
methyl nicotinate in a water-washable base 
to their vitiliginous lesions three times a 
day. At the end of three weeks, no pig- 
mentation had been noted. Gradually in- 
creasing amounts of ultraviolet light were 
then added to the treatment program. This 
regimen failed to result in pigmentation 
after an additional three months. One pa- 
tient, who had for three years taken 20 mg. 
of methoxsalen (8-Methoxypsoralen) a day 
in conjunction with graded ultraviolet light 
therapy, likewise applied the rubefacient 
ointment to her remaining vitiliginous le- 
sions three times a day. She meanwhile 
continued the methoxsalen and ultraviolet 
light therapy. Despite a three-month trial 
period, this patient failed to reveal any pig- 
mentary response within vitiliginous lesions. 

In the hope that the cutaneous vasodila- 
tory effect of rubefacients might enhance 
healing of varicose stasis leg ulcers, cau- 
tious application of 2% methyl nicotinate in 
a water-washable base was prescribed for 
these lesions in two patients. An irritative 
effect was produced after several applica- 
tions in both patients, and therefore the 
medication was discontinued. 

Methyl nicotinate 5% was added to 
Whitfield’s ointment, U.S.P., as local ther- 
apy for one child with tinea capitis due to 
Microsporum audouini. This therapy was 
begun after a six-month course of minimal 
improvement with standard accepted local 
preparations. The ointment was applied to 
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the entire scalp twice a day for four months, 
but no change in the condition was noted. 
Moderate evanescent erythematous  re- 
sponses were noted after each application 
to the scalp. 


In assessing the effects of nicotinate ru- 
befacients in various conditions we found 
that when the agents are applied over large 
skin surfaces of a susceptible person they 
may produce generalized vascular dilatation 
as evidenced by a falling blood pressure, a 
rise in pulse rate, and syncopy. Such a 
phenomenon might reasonably be explained 
by massive tissue release of histamine and 
its subsequent effect upon the circulatory 
system. The hypothesis that these agents 
cause histamine release is advocated by 
some !! and questioned by others. 14 The 
mechanism of action of nicotinate rubefa- 
cients is presently unknown, but is under 
investigation by microcirculatory methods. 
At any rate, it seems to be well substanti- 
ated that on application to small cutaneous 
surfaces, the vasodilatory effect is predomi- 
nantly local, superficial, and cutaneous; 
while if applied to large cutaneous surfaces, 
the vasodilatory activity is more extensive 
and generalized.!? It is indeed unfortunate 
that the application of a rubefacient prepa- 
ration to a specific part cannot produce 
vasodilatation local to that part affecting 
both the small superficial and the large deep 
vessels. If such were the case, we might 
have a powerful weapon against the ische- 
mia of digits or limbs produced by oblitera- 
tive vascular disorders. 

Our major clinical interest is to produce 
superficial, or essentially cutaneous vaso- 
dilatation. The volume of blood which flows 
through cutaneous vessels is of course a 
function of the integrity and normality of 
the deeper and larger vessels. Rubefacients 
would thus seem to be most promising when 
the deep circulation is intact and normal. 
In disorders accompanied by or resultant 
to occlusive arterial vascular disease, such 
as ischemic arteriosclerotic ulcerations of 
the toes and feet, these agents would hold 
little promise. Cutaneous maladies pro- 
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duced by minute vessel vasospastic phenom- 
ena, in which deep vascular obliterative 
features are not present and in which the 
skin physiology is not grossly abnormal, 
offer a set of circumstances where rubefa- 
cients might prove helpful. This situation 
exists in Raynaud's disease, in many in- 
stances of Raynaud's phenomenon, and 
perhaps in other related disorders. 


Raynaud's disease and  Raynaud's phe- 
nomenon have in the past been treated with 
2% nitroglycerine ointment inunction.!7:15 
With such an ointment, symptomatic im- 
provement occurred in some of the patients, 
but a severe headache was so frequently 
produced that most of the patients pre- 
ferred the pain of the vasospastic episodes. 
We have employed various percentages of 
methyl nicotinate in an emollient lotion base 
in the treatment of three patients with 
phenomenon. These  patrents 
have applied the preparation to the hands 
and fingers several times a day. They were 


Raynaud's 


cautioned to keep the ointment away from 
their eyes. These patients report that they 
experienced erythematous responses of the 
hands which last from one-half to four 
hours, and they believe that this therapy 
reduces the number of attacks. They fur- 
thermore believe that they are able to with- 
stand cooler environments without painful 
vasospastic episodes. When the lotions are 
applied at the onset of an attack, they report 
that the episodes are often less severe and 
of shorter duration. 

We initially prepared a 5% methyl nico- 
tinate emollient lotion for these patients. 
All noted a stinging sensation upon appli- 
cation of the preparation, which was re- 
garded as slightly unpleasant. One patient 
complained that lotion applications were 
regularly followed by a headache and a 
“sick feeling’ in her stomach. We have 
done no speci&l studies regarding the mech- 
anism whereby these distant symptoms 
might be produced, but a blood-borne stim- 
ulus seems quite plausible. A circulating 
vasodilator substance, be it methyl nico- 
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tinate itself or a mediator substance (such 
as histamine, acetylcholine, etc.) would rea- 
sonably account for such a headache. Were 
histamine released, the gastric discomfort 
could also be reasonably explained. Special 
studies utilizing controlled obstruction and 
restitution of arterial circulation after ap- 
plication of nicotinate preparations to an 
entire limb would certainly prove of interest 
in elucidating the mechanism of production 
of these distant symptoms. Although we 
favor a blood-borne stimulus as initiating 
these symptoms, we realize that a neural 
propagation mechanism might well be re- 
sponsible. 


Our previous work with varying concen- 
trations suggests that within a certain con- 
centration range the degree and extent of 
erythema is not proportional to percentage 
concentration. We therefore have recently 
employed a 2% concentration, rather than 
a 5% concentration, of methyl nicotinate in 
an emollient lotion (Lubriderm, AC of 
Texas Pharmacal Co.) in the treatment of 
the vasomotor crises of Raynaud’s disease 
and Raynaud’s phenomenon. As with the 
5% nicotinate preparation, erythema so in- 
duced tends to persist for from one-half 
to four hours after application. While 
using this preparation there were no com- 
plaints of headache or upset stomach and 
the stinging produced by the application of 
the more concentrated lotion was much less 
noticeable. While the local rubefacient ef- 
fects seem not to be proportional to the 
percentage concentration of the nicotinate, 
the side-effects do seem to be. 

It should not be presumed that all pa- 
tients with Raynaud’s disease or Raynaud’s 
phenomenon will react to nicotinate rubefa- 
cients with erythema. Some of these pa- 
tients doubtlessly have additional disorders, 
some of which have been previously men- 
tioned, which typically show no erythem- 
atous response when nicotinate preparations 
are applied. Other patients may not be 
discovered to have any of these disorders, 
but upon test stroking may reveal white 
dermographism. As previously stated,’ 


66/498 


ARCHIVES OF DERMATOLOGY 


such subjects rarely develop erythematous 
responses following application of nicoti- 
nate preparations. 

The hands of three patients with Ray- 
naud's phenomenon associated with acro- 
sclerosis failed to react with erythema to 
the inunction of both 5% and 2% methyl 
nicotinate emollient lotions. Their vasospas- 
tic episodes were thus unaltered. These 
patients, however, did react with a typical 
erythematous response when either prepa- 
ration was applied to uninvolved skin of 
the upper arm or anterior upper chest. In 
these patients the sclerodermatous process 
had undoubtedly destroyed cutaneous ap- 
pendages necessary to facilitate absorption 
and had likely brought about organic 
changes in the small cutaneous vessels as 
well. 

We had hoped that the nicotinate rubefa- 
cients might prove useful in preventing 
frostbite. As noted, however, their appli- 
cation to large skin surfaces may produce 
dangerous side-effects. Furthermore, un- 
desirable effects may result from their ap- 
plication close to the eyes. For these 
reasons we felt it inadvisable to employ 
them in the prophylaxis of frostbite. 

We found skin testing with selected 
nicotinate rubefacients to be of value in 
demonstrating the involvement of cutaneous 
nerves which may occur in leprosy, partic- 
ularly the tuberculoid type. The use of a 
nicotinate skin test is in many respects 
similar to the well-known histamine skin 
test." In the histamine skin test an ery- 
thematous flare is provoked about the site 
of intradermal injection of 1/10 cc. of 
1:1,000 histamine phosphate when periph- 
eral innervation is intact. When peripheral 
nerve degeneration is produced by trauma 
or disease, the erythematous axon reflex 
flare is absent. 


The Figure shows the result of a special 


study on a patient with proved tuberculoid - 
Pin-prick testing prior to the 


‘ > 
"L 


leprosy. 
study indicated absolute anesthesia of the 


upper extremity below the transverse ink a 


mark. Partial anesthesia was present even 
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higher on this extremity. The skin of the 
chest had normal sensory modalities. 

In the two 1 cm.-diameter zones marked 
E on the chest and also in the unmarked 
1 cm.-diameter zone on the patient's lower 
lateral left arm, 1/10 cc. of 1:1,000 hista- 
mine phosphate was injected intradermally. 
All three of these areas showed local ery- 
thema. Edema was also produced in these 
areas. Reflex peripheral flare, however, 
was noted only in the chest E areas and 
was not present in the similarly injected 
area of the left arm. This is precisely what 
one would expect; the histamine test indi- 
cating the presence of neural involvement. 

The areas A and A’ were anointed with 
5% tetrahydrofurfuryl ester of nicotinic 
acid in Unibase, areas B and B’ were 
anointed with 5% ethyl nicotinate in Uni- 
base, and areas C and C’ were anointed 
with 5% methyl nicotinate in Unibase. 
Area D was anointed with 5% mustard oil 
in Unibase. Note that the normal skin of 
the chest reacted much differently from the 
maculoanesthetic skin of the left upper 
extremity. 

The chest areas A, B, and C reveal ery- 
thema within the ointment application zones 
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A patient with tubercu- 
loid leprosy showing his- 
tamine and nicotinate skin 
tests, 


as well as peripheral flare reactions of 
approximate equal magnitude, notably 
cephalad. Area D revealed erythema con- 
fined to the ointment application zone. The 
areas A’, B’, and C’ reveal erythema only 
within the encircled application zones; such 
erythema in each instance being quantita- 
tively equal to that in the respective normal 
skin areas of the chest. The skin areas inter- 
vening between zones A’ and B’, and B’ and 
C’, were shown in later testing to be re- 
sponsive to local rubefacient application, 
but again to exhibit no peripheral flare. 
A number of similar paired nicotinate and 
histamine skin tests have shown that nico- 
tinate flare reactions are specifically absent 
where infiltrations of leprosy have inter- 
rupted cutaneous innervation. As in the 
histamine test, the nicotinate test for dem- 
onstrating neural involvement is valid only 
if erythematous flare is shown to occur in 
clinically uninvolved cutaneous sites. Ethyl 
nicotinate, metkyl nicotinate, and the tetra- 
hydrofurfuryl ester of nicotinic acid could 
be employed for this purpose, while mus- 
tard oil and other non-nicotinate rubefa- 
cients would not be suitable. 
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Summary and Conclusions 


The nicotinate rubefacients are powerful 
agents to be used with great care. Unde- 
sired effects from their improper use may 
include conjunctivitis, irritation of the 
upper respiratory passages, headache, gas- 
tric distress, and syncope. Prolonged and 
repeated application to a particular skin 
area has thus far not proved to be harmful 
although it may theoretically be so. If 
these agents are carefully and properly 
emploved, they are of value in the allevia- 
tion and prevention of the vasospastic epi- 
sodes of certain patients with Raynaud's 
disease or Raynaud's phenomenon. Nico- 
tinate rubefacients may be also used to 
demonstrate the cutaneous innervation def- 
icits which occur in neuropathic disorders 
such as leprosy—the tuberculoid type in 
particular. 

The nicotinate rubefacient agents are of 
limited practical dermatologic value at pres- 
ent and are impractical for the prevention 
of frostbite. It is hoped that continued 
research with rubefacients will provide us 
with agents which are useful in the prophy- 
laxis of frostbite, as well as with agents of 
value in other dermatologic conditions. 


Stanford University School of Medicine, Stan- 
ford University Hospitals, Palo Alto (Dr. Farber). 
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Dihydroxyacetone (DHA) 


A Keratin Coloring Agent 


SAUL BLAU, M.D.; NORMAN B. KANOF, M.D., and LOUIS SIMONSON, M.D., New York 


Dihydroxyacetone (DHA),* a degrada- 
tion product of glucose, has recently created 
a great deal of interest in the cosmetic in- 
dustry and among dermatologists because 
of its unique ability to “tan” the human 
skin. This preliminary report gives some 
of our experiences with it. 


Background 


Dihydroxyacetone (formula at bottom of 
page T) is one of the primary interme- 
diates in the metabolism of glycerol and 
carbohydrates in microorganisms as well as 
in higher plants and animals. 

In medical practice the chemical has been 
used in the treatment of diabetes ( Rabino- 
witch, 1925), cyanide poisoning (Turner 
and Hulpieu, 1933), and in industry it has 
served as a tanning agent, wool preserva- 
tive, and an intermediate for drugs and 
dyes. 

Relative to certain food problems, it has 
been noted (Danehy and Pigman, 1951) 
that combinations occur between amino 
groups of proteins or amino acids and the 
aldehyde of sugars and their degradation 
products, and that these initial stages of 
condensation are followed by the formation 
of a brown material. This chemical reaction 
has been called the Maillard reaction ( Mail- 
lard, 1916), and the brown end-product, 
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* Dihydroxyacetone (DHA), in the form of 
“Man-Tan” lotion, was kindly supplied through 
the courtesy of the Drug Research Corporation, 
New York. 


+ CHz-—OH 
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although structurally still unknown, -has 
been called melanoiden. 


Over the past decade much experimenta- 
tion has gone into the attempt to explain the 
brown discoloration that takes place in 
caries of human teeth (Dreizen et al., 1949, 
1957). Here, too, it was concluded that 
degradation products of glucose, namely 
DHA and glyceraldehyde, possibly formed 
by bacterial action in the mouth, combined 
with the proteins of the teeth to give 
the brown discoloration. Further research 
showed that this was independent of the 
tyrosine-tyrosinase system. 

The browning action of DHA suggested 
its use as a topical "tanning" agent on hu- 
man skin, especially since its fixation to 
keratin imparts a color which does not wash 


off. 


Methods and Results 


DHA, as a 496 hydroalcoholic solution, was used 
throughout. The following procedures were carried 
out : 

l. Two hundred persons were subjected to 
routine prophetic patch tests with reading in 48 
and 72 hours, and an exact repeat test was done 
two weeks later. Apart from the "tanning" of 
the test site, no signs of primary or allergic re- 
actions were seen. 

2. Twelve positive reactors to paraphenylene- 
diamine (PPD) were patch-tested to DHA. No 
cross reactions were noted. 

3. Twenty-five persons applied DHA to the 
face, limbs, and other skin areas every day for 
30 days. A gradually deepening brown to yellow- 
brown color of the skin occurred. This coloration 
could not be washed off with soap and water but 
wore off slowly Over 5 to 15 days. 

4. Some DHA was placed in an exposed porce- 
lain dish. A yellow-brown color was observed only 
after six to seven days. Perhaps this indicates that 
protein is not required for the reaction to take 
place. 
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. 5. Histologic specimens were taken of volar 
forearm skin to determine if DHA acted as a 
sunscreen or produced a microscopic inflammatory 
reaction. 

6. DHA was used in private practice as a cover 
or blend in vitiligo, postversicolor depigmentation, 
poikiloderma of the neck, melanosis of the face and 
forehead, erythematous blemishes after acne, ir- 


regular pigmentation in both Negro and white 


skin after dermabrasion, and other mottled de- 
pigmentations of unknown cause. With patience 
and care, the material provides a good but not 
ideal concealment that is not messy and will last 
for several days. 


Conclusions 


1. A solution of dihydroxyacetone (DHA) 
applied to human skin will color the keratin 
yellow-brown to brown. 

2. Prophetic patch tests and 30-day use 
tests in our limited series show no signs of 
primary irritation or allergic sensitivity. 

3. DHA shows no cross reactivity with 
paraphenylenediamine. 

4. Histologic studies show that DHA 
does not produce an inflammatory reaction 
after 30 days of use, and that it does not 
screen out ultraviolet radiation. 
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5. Several clinical uses of DHA as a 
covering agent are described. 


580 Fifth Avenue. 
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Fig. 1—From an area treated with DHA for 30 days. The stratum corneum is rather 


— 
Fawr: REU 


laminated and there is a dense brownish coloration of its uppermost layers. The stratum 
granulosum is normal. There is no change in the prickle-cell layer. The basal layer is intact 


and - normal. The cutis and subcutis are free of inflammatory reaction and are essentially 
normal. 


Fig. 2 —From an area treated with DHA for 30 days and then exposed to three erythema 
doses of artificial ultraviolet. The usual ultraviolet erythema took place and biopsy was done 
seven days after the radiation was given. 


The stratum corneum shows hyperkeratosis and parakeratosis with some brownish coloring 
of the keratin, especially about the follicular orifices. There is spongiosis of the prickle-cell 
layer and a slight increase of melanin granules in the basal-cell layer. The upper cutis shows 
a mild perivascular infiltrate of round cells. The changes are essentially those seen after 
ultraviolet radiation and indicate that DHA is not an ultraviolet screen. 
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ihy« roxyacetone: A Suntan-Simulating Agent 





ES recent cosmetic development indicates 
EL Bono of acquiring a suntan from 

i bottle without exposure to the sun. 
d: droxyacetone, the active agent in these 
an -simulating proprietaries, has enjoyed 
wide | popularity since its introduction. Der- 
.. mal ologists have been asked how this ma- 
* ‘terial acts and whether it is harmful. This 


3 x Hager. poasiders some of its properties. 


X. 
=> 


-— Oed Estate as DHA is 
^ CHsOH-CO-CH.OH. 
DHA is, thus a 3-carbon sugar. It has been 
shown to be an intermediate in the metabo- 
lism of carbohydrates in higher plants and 
- animals.’ Oral intake of large quantities of 
the drug is well tolerated in man? DHA is 
very soluble in cold water, ether, alcohol, and 
. acetone; it is quite stable under normal 
storage. 


In Vivo Observations 


The best-known proprietary * is essen- 

E tially a 5% aqueous solution of dihydroxy- 

acetone. It is colorless when applied, but 

en after a variable number of hours the skin 

| : Y- sad light brown. The following obser- 
| he were made on white subjects. 

One Application —The 1% solution has 
practically no effect. The final depth of 
. color increases proportionately through 596 
. to 30% concentrations. Beyond 30% the 

increase in intensity with increasing con- 
centration is not so marked. 
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From the Department of Dermatology, Hospital 
of the University of Pennsylvania, Donald M. 
Pillsbury, M.D., Professor and Chairman. 

*Man Tan. This investigation was in no way 


supported by the manufacturer. 
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.à 30% solution, even if the latter is applied 


removal of the stratum corneum, such as sj 
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Multiple Application.—Repeated date or 
twice daily applications produce the greatest 
depth of color possible for a given concen- 
tration in several days. Depending on "ne 
subject and region, this can be maintai ed | RB 
by applications ranging from once daily to 
every three days. However, maximum colore 
is concentration dependent. No matter how. E 
many times a 5% concentration is used, it f 
never results in the darkness obtainable with : 


but once. 2 3 
Regional Variation—Thirty-five. persc ns” 
received either total body applicato ai (o T 
applications to face, neck, and extremiti zo 
In general, the depth of color directly. 
correlates with the thickness and compact- ` 3$ 
ness of the stratum corneum. Accordingly E 
the palms and soles stain deepest. The face, — 
as as rule, was less susceptible than the 1 
extremities, Individual variation was great. A ag 
Smooth unblemished skin takes the colora- L 
tion best. Older senile skin often acquires. 3 
a mottled and irregular shade. Because of 
the vast structural differences of the various - 
parts of the face (nose, ears, and forehead), — ie 


it is extremely difficult to obtain a uniform | 


tone. : x * 


Hard keratin is not materially cii E. 
Neither the nails nor light hair are darkens 
by routine cosmetic use. 


Site of Action —By histologic E 
tion of unstained specimens, the color is. 
seen not to penetrate deeper than the horny be 
layer. Melanin is not increased. Mech: ni al 


^ 


cm 
Te 


E- 


by stripping With tape, vigorous rubbin ing — 
with a wash cloth, or by shaving with = à 3 E 
knife removes or lightens the color. | EC 

Vehicle.—Vanishing creams, emulsion 5 Ee 
oil-in-water ointments, and aqueous solu- | ES 
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a - tions gave approximately similar results at 
E. ra given concentration. 

E Sun-Screen  Trials.—The application of 
— 5% DHA to one-half of the back of 10 
pr — white male volunteers neither increased nor 
k 2 decreased the erythema or tanning response 
"to ultraviolet light (Westinghouse "Sun 
- Lamp" FS 40 T12). The agent does not 


2 peclinically absorb ultra violet light. 







In Vitro Studies 


E Thin slices of human callus were found a 
fe onvenient test material and were used 
- throughout. As a rule the callus was 
aisi with aqueous DHA solutions. 
-~ Temperature.—The reaction is tempera- 
pem re dependent. There is no darkening at 
ce-box temperatures (4 C) or below. At 
room temperature maximum coloration re- 
E. three or more days. At incubator 
M emperature (37 C) the maximum color is 
.. reached in approximately 12 hours. This 
P can be reduced to minutes by boiling. These 
- findings exclude an enzymic or bacterial 
a .. mechanism and indicate direct chemical com- 
— bination with some constituent in the horny 
Bt - material. 
: E pH.—The reaction is approximately the 
same in the pH range 4 to 8.6. Below and 
i above this, the color is reduced. 
| - Concentration in Vitro—The effects in 
= vitro parallel those described above for in 
—.— vivo circumstances. 
= Effect of Light.—The coloration occurs 
E . equally in total darkness or brightest sun- 
. light 
; R R Chemical Studies.—The catalogue of other 
- substances tested for ability to darken with 
E _ DHA include animal horn, calf hoof, fish 
scale, ground light human hair, ground 
- human nail, casually collected human sweat, 
| "amino acids, milk, and absorbable gelatin 
T spon (Gelfoam). A brown coloration was 
- obtained with all these materials. Of the 
r amino acids tested, glycine, lysine, and 
e ‘ornithine stained most deeply. A protei- 
— maceous component is the common denomi- 
nator in all of the above substances. 
: However, before generalizations about mo 
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of action are dde. it should be oante out TA 
that the reaction will occur in vitro just in- 
the presence of a strongly alkaline. solution - 
such as ammonium or potassium hydroxide. 
A variety of fats and carbohydrates did not 
stain. 


After boiling, not only the callus, but T 
DHA solution in which it is submerged, be- 
comes colored, indicating that at least part - 3 
of the coloration involves soluble materials. —— 
However, no amount of prior extraction 
with boiling water will completely remove | | 
the capacity of callus to become colored. — . 
Nevertheless, a major portion of the sub- 3 
stances responsible for color can be leached |. 
out. The reactivity of callus is unaffected . 
by prior extraction with lipid solvents such . 2 
as ether and alcohol. 


'The development of the brown ador can 
be totally inhibited by formalin. It is known | 
from the Sorenson formal titration that 
formaldehyde blocks amino groups? It is. 
hypothesized, therefore, that the color de- 
velops because of an interaction between 
DHA and the amino groups of proteins. 
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Vitiligo 
Varying concentrations of DHA were 
used in 15 patients (8 white and 7 Negro) 
with vitiligo. Generally the agent was ap- 
plied once daily. The 5% concentration was 
satisfactory for most white patients. On — . 
the dorsum of the hands a 2% concentration — 
was frequently all that was needed. In _ 
Negroes it was necessary to use up to 30% 
concentrations to achieve a reasonable re- | 
sult. No matter what the concentration, 
however, it was not possible to match E. 
completely the normal color of the deeply 
pigmented Negro. a 
On the whole these patients felt that —— 
DHA improved their appearance. In the - 
white, the depigmentation can be substan- . 
tially masked. Simplicity and convenience 
of use are advantages of this technique. - 
While the developed color in the Negro was S 
far short of the mark, some were > 
for even this gepre of benefit | 
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Se ae eye ge 
The vitiliginous skin of ereit persons 
by no means becomes equally stained. No 
P. way was found to overcome these individual 
E variations. Particularly undesirable was the 
am speckling and mottling which occurred. 
ge crinsrmore, in the Negro high concentra- 
- tions produced an unnatural reddish hue. 
age _ Our experience with vitiligo indicates the 








i deus. EU nedlady white, will v quite grati- 
| fied. by the results, as well as by its ease 
of application. Others will find it disap- 
pointing or worthless. On the whole DHA 

is not very useful for vitiligo in the darkly 
pigmented Negro. 


Pes 
e 


Toxicity 
“No instances of sensitization or irritation 
E were encountered. The material appears 


innocuous, as one might expect from its 
. structural formula. 


Comment 





- DHA is a colorless substance which, after 
combination with some mainly water-soluble 
= component on or near the surface, brings 
_ about a brownish discoloration of the horny 
layer. This is a chemical staining reaction 
which does not involve any normal physio- 
logic activity of the skin, such as synthesis 
of melanin, enzymic reactions, or microbial 
action. Therefore, removal of the horny 
layer by any means lightens the color. The 


3 . color, however, is chemically fast and is not 
easily leached out unless the keratinized 
cells are physically removed. n 
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The chemistry of the color change is not - 
understood. DHA has a strong affinity for | 
proteins. In view of the fact that the color - 
development is blocked by prior treatme s 
with formalin, chemical interaction with 
amino groups is suggested. e 


Summary 


DHA is a triose sugar, which, on e 
bination with a water-soluble substance or 
or near the skin surface, discolors the hort my 
layer varying shades of brown. 2 3 


Some white patients with vitiligo have 
found DHA a useful concealing agent. - 


We are indebted to Dr. Flesch for his valua 
suggestions. 


The dihydroxyacetone was supplied by Dr. Jan 
Baker of the Gar-Baker Laboratories, Inc., 
York. 


p E : 
Hospital of the University of Pennsylvania (4). 
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Senator Soaper says... 

"Cosmetics cam now give you a sun tan aid 
out of the bottle. How about a product that would — 
do a more realistic job of blistering and peeling?” E 


- s 





E. In 1898 Oscar Raab, while a student in 
n . Tappeiners laboratory, recognized that 

 paramecia were sensitized to light by the 
3 aniline dye, acridine. This finding led to 
$ extensive studies by Tappeiner and Jodl- 

~ bauer and their associates,™!®%21 and to the 
B introduction of the term “photodynamic 


. action," used by Tappeiner in 1904. 


The use of hematoporphyrin in the study 
of photodynamics came soon after the 
- original studies by Raab. The first study 
-~ was by Hausmann in 1908. He reported 
ET... of paramecia and red blood cells 
and described in detail the symptoms of 
sensitized mice on exposure to light.9* 
—— Pfeiffer found the same thing in guinea 
= pigs, and in 1913 Meyer-Betz sensitized 
himself and reported similar symptoms 
. which lasted two months. During sub- 
sequent years, many studies '* were carried 
out using hematoporphyrin hydrochloride 
-~ . prepared according to the classic method of 


E Nencki and Zaleski. However, Schwartz 
E and associates !9!* have found that the 
EC hematoporphyrin used in past experiments 
. was, in reality, a crude mixture of numerous 
i 3 porphyrins, many of which have different 


- properties. Because of the variability of 


b Submitted for publication April 4, 1960. 
- The investigation on which this report is based 
= was supported in part by Cancer Institute Re- 
~~ search Fellowship Grant Number CF9880. 
E Abridgment of thesis submitted by Dr. Lipson 
to the Faculty of the Graduate School of the 
E- University of Minnesota in partial fulfillment of 
— the requirements for the degree, of Master of 
— A Science in Medicine. 
— — Fellow in Medicine, Mayo Foundation (Dr. 
Lipson); Section of Biophysics, Mayo Clinic and 
` A Mayo Foundation (Dr. Baldes). The Mayo Foun- 
- dation is a part of the Graduate School of the 
| a - University of Minnesota. 
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2 The Photodynamic Properties of a Particular 


: E entop orphyrin Derivative : 


P RICHARD L. LIPSON, M.D., and EDWARD J. BALDES, Ph.D., Rochester, Minn. 


one batch of crude hematoporphyrin from 
another, it was decided to use an acetic 
acid-sulfuric acid derivative of the crude 
material in this study. Thus, by utilizing 
this derivative in a study of photodynamics, 
reproducible results might be obtainable. 


Materials and Methods 


Preparation of Hematoporphyrin Derivatives.— 
Recrystallized hematoporphyrin hydrochloride pur- 
chased from the Nutritional Biochemicals Corpora- 
tion was used. The crude hematoporphyrin was 
dissolved in a mixture of 19 parts glacial acetic 


acid and 1 part concentrated sulfuric acid and 


allowed to stand for 15 minutes. The mixture 
was then filtered to remove the undissolved residue. 
Next the porphyrin solution was neutralized by 
the addition of 15 to 20 volumes of approximately 
3% sodium acetate solution. Congo red paper 
was used as the indicator. With neutralization, 
the derivative was precipitated out and it was 
removed by filtration. The precipitate was washed 
several times with distilled water and allowed to 
dry in air, at room temperature, in the dark. 
The derivative was then dissolved in saline made 
completely alkaline by the addition of normal 
sodium hydroxide. The final pH was adjusted 
to 7.4 by the addition of hydrochloric acid. Solu- 
tions containing 10 mg. per milliliter of derivative 
were used throughout the experimental studies. 
These were kept in brown bottles and refrigerated 
when not in use. 

Absorption and Fluorescence Spectra—The ab- 
sorption spectrum was studied by determining 
the transmittance and optical density curves of 


the derivative dissolved in 5% hydrochloric acid, 


isotonic saline, and dog plasma. The latter two 
solutions were used in an attempt to approximate 
the in vivo conditions of the mouse. When the 
derivative is dissolved in 5% hydrochloric acid, 
absorption peaks are seen at 5900, 5500, and 4020 A. 
However, when it is dissolved in plasma or saline, 
absorption peaks are seen in the vicinity 6200, 5700, 
5400, 5050, and 4000 A. Dissolving the derivative 
in plasma appears to shift some of the peaks 
toward the red as well as to increase the amount 
of absorption. 
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The absorption curves of the crude material 
were essentially the same as those of the deriva- 
tive. 

The fluorescence spectra show that in saline the 
maximal fluorescence is activated by a wavelength 
of 3,960 A., whereas in plasma the maximum is 
between 4,000 A. and 4,070 A. The peak is 
broader and again shifted to the right when the 
derivative is dissolved in plasma. The wavelength 
of the fluorescence is 6,130 A. when in saline and 
6,250 A. when in plasma. Both solutions show 
three additional but smaller fluorescence peaks. 
These are the same for both saline and plasma 
and are in a decreasing order of magnitude in the 
vicinity of 5,100 A., 5,420 A., and 5,800 A. No 
comparison of the intensities of the two solutions 
was done because of the relative insensitivity of 
the phototube in the area of 6,000 to 7,000 A. 

Animals.—White, BALB/c male mice, 6 to 7 
weeks old, were used in these experiments.* 

Photosensitization.— The hematoporphyrin deriv- 
ative was given by intraperitoneal injection unless 
otherwise specified. All injections were done in a 
dark room illuminated by only two 25-watt dark- 
red lamps. 


* The mice were purchased from the Roscoe B. 
Jackson Memorial Laboratory. 


Fig. l.—Radiation apparatus. 
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PHOTODYNAMIC PROPERTIES—HEMATOPORPHYRIN 


Light—The light was supplied by a bank of 
seven 150-watt General Electric spotlights mounted 
on a superstructure above a tank of water (Fig. 1). 
The tank was 25 inches long, 19 inches wide, and 
10 inches deep. The water in the tank was main- 
tained at a depth of nine inches by having cold 
water circulate in from the bottom and pass out 
through an outflow channel at the top. The sides 
of the tank were made of metal; 
was plate glass. The glass was l4 inch thick 
and transmitted wavelengths above 3,200 A. The 
light thus passed through nine inches of water 
and l4 inch of plate glass before reaching the 
animals below. 

The input power to the source of light was sta- 
bilized by a two-kilowatt voltage regulator in an 
effort to reduce voltage fluctuations which would 
alter the light intensity. The light intensity was 
maintained at a mean average of 1,275 ft-c. in the 
area of animal exposure. Hourly measurements 
were made with a light meter which was allowed 
to rotate throughout the light field. 

Temperature. —'The desired temperature was 
maintained by controlling the temperature of the 
room, by removing heat from the light by means 
of cold circulating water, and by using air cur- 
rents from a fan. 

A thermometer was placed in the exposure area 
with the animals and was checked hourly. At 
no time did the temperature exceed 27 C. 


Dark Box—A large wooden box, fitted with a 
black cloth insert in the door to allow adequate 
ventilation by a small blower and yet remain 
completely dark, was used to house the animals 
whenever exposure to light was not desired. For 
examination the cage containing the animals was 
removed from the enclosure with the room in 
total darkness except for the two 25-watt red 
lamps. Thus, by using this dark box, both the 
animals exposed to the light and those housed in 
the dark were kept in the same room under es- 
sentially the same conditions except for exposure 
to light. 

Animal Wheel—The animals exposed to light 
were placed in individual cages made of 4X4 
inch wire mesh (Fig. 2). The cages were hinged 
permanently to an aluminum disk 14 inches in 
diameter. Although the disk would accommodate 
14 cages, one space was always used for the 
light meter. 

The wheel was placed below the tank, 46 inches 
from the lights, and was slowly rotated, by means 
of an electric motor, through the field of light 
at a rate of ene revolution per minute. 


Photodynamic Action Test 


The purpose of these studies was to 
develop a reliable, reproducible test that 
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Fig. 2.—Animal wheel 
with animals in place. 


could be used as a basic screen of reference. 
Death of all animals within 24 hours after 
the experiment began was established as the 
desired end-point. The starting dosage of 
0.75 mg. of hematoporphyrin derivative per 
gram of body weight, injected intraperi- 
toneally, was decreased systematically while 
all other conditions were held constant ex- 
cept the weight of the mice which ranged 
from 17 to 26 gm. Immediately after in- 
jection, the mice were exposed to light. The 
duration of the exposure was eight hours 
and the intensity of the light was maintained 
at an average of 1,275 ft-c. The mice were 
tested in groups of 13. 

Results —It was found that the minimal 
dosage of hematoporphyrin derivative that 
would consistently produce death of 100% 
of the animals within 24 hours after onset 
of the exposure to light was 0.3 mg. in 
animals weighing 20 to 22 At this 
dosage all animals of these weights survived 
during the eight-hour exposure to light but 
began dying shortly thereafter with a death 
rate of 100% within 24 hours.eThe animals 
which received larger doses of hemato- 
porphyrin derivative did not survive the 
eight-hour exposure to light. The survival 
time was directly proportional to the dosage 
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— ARCHIVES OF DERMATOLOGY 





of derivative. The weight of the test animal 
also was found to be important because the 
results of the experiment were not consis- 
tent if the weight of the animal was not 
within the range of 20 to 22 gm. A mouse 
weighing less than 20 gm. often would die 
during exposure to light, whereas a mouse 
weighing more than 22 gm. often would 
survive the 24-hour period. 

Thus, the reproducible test as devised by 
these studies consisted of the following 
factors: (1) mice weighing 20 to 22 gm., 
(2) a dosage of 0.3 mg. per animal, and (3) 
an eight-hour exposure to light of an in- 
tensity of 1,275 ft-c. 

This standard test was utilized either in 
its entirety or in part in all subsequent ex- 
periments. It was later discovered that 
exposure to light for 6 hours instead of 
S hours produced the same end results. 


Photodynamic Action in White Mice 

A study of the general aspects of the 
photodynamic action in white mice was 
carried out utilizing the basic test system, 
except that in these experiments the dosage 
of derivative was varied. 

Results.—The animals 
during exposure to light depended on the 


behavior of the 
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PHOTODYNAMIC PROPERTIES—HEMATOPORPHYRIN 


Fig. 3. — Changes pro- 
duced by sublethal photo- 


dynamic insult. 


dosage of derivative received. — Intense 
itching and irritation of the skin evidenced 
by severe scratching and biting developed 
consistently. Erythema of the ears was such 
a constant finding that if porphyrin-sensi- 
tized and nonsensitized animals were mixed, 
those that had received the derivative could 
be singled out with ease after 11 hours of 
exposure to light. This was not so with the 
animals kept in the dark after sensitization. 
As exposure to light continued, ruffled hair 
and progressive facial edema « eveloped, and 
the animals became quiet, then comatose 
and finally died in a shock-like state. Even 
though the animals might not appear ex- 
cessively ill at the end of exposure to light, 
it was also found that they would become 
progressively worse while in the dark and 
would die in the same manner as those 
kept in the light. This, too, was a function 


of the amount of derivative received. 
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In animals subjected to sublethal doses 
of the derivative and exposure to light, 
chronic changes produced by photodynamic 
action. usually appeared two to three days 
Dy this time, the 


had 


after exposure to light. 
of the acute exposure 
The first change noted was 


facial edema 
disappeared. 
tanning of the ears. This was followed by 
stiffness of the ears, which made them ap- 
pear to stand at right angles from the side 
of the head. If the damage was severer, 
the ears would slough off and cutaneous 
changes would begin to appear on the back. 
These latter changes ranged from loss of 
hair to complete sloughing of the skin along 
the midline extending from the dorsum of 
the head to the tail (Fig. 3). Healing took 
place during subsequent months; however, 
in severe cases the ears did not regenerate 
and hair did not grow on the back. Figure 4 
shows test animals 1 year after exposure to 
light. 


Fig. 4. — Same animals 


one year later. 
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; _ Tape L— Duration. of Photos 





= 5 . Time Between Injection 
m & Exposure to Light, a 
EN Hours No. Mice No. Borders 
E 12 24 0 
E 24 59 51 
TA l 48 26 26 
À : "n 7 25 25 
Bn 96 24 24 
BU 120 26 26 
" : s ! 
e 
E Duration of Photosensitization 


The standard test was used with the ex- 
CORN that the time interval between ad- 
a ministration of the derivative and exposure 
- to light was varied. After sensitization, the 


. animals were housed in the dark box for: 


. the required interval which ranged from 
- 12 hours to 5 days. 


E Kesults.—Lethal photodynamic effects 

—— were achieved in animals exposed to light 

7 within 12 to 24 hours after the injection of 
_ hematoporphyrin derivative (Table 1). 


Moderately severe skin changes were seen 

in all surviving animals that had been ex- 

| = posed to light within 48 hours after receiv- 

E ing the derivative. After 48 hours the 

-. animals showed only moderate facial edema 

- for 24 hours and minimal changes of the 

E ears. Little or no effect was noted after 72 
- hours. 


The Action Spectrum 


H: à The action spectrum should approach the 
E absorption spectrum if the end-results are 

—- due to the absorption of energy by the 
—  hematoporphyrin derivative. In order to 
- evaluate the role of the largest absorption 
and fluorescence peak in the photodynamic 


| were done: | 


- L A yellow filter was placed over the 

bottom of the water tank so that only 
- wavelengths greater than 4,200 A. were 
E transmitted. The standard test was then 
E _ employed for two groups of mice. 






33 
^ dm . 2. The procedure described in the pre- 
I. ceding paragraph was repeated, with the 
E. exception that a liquid filter was used instead 


> of a yellow filter. This filter consisted of 
-. 80/512 





| action in the mouse, the following studies - 


ig. poh E 
nm s O »orphy ouis deri Vive dn F 
aA ‘of 0.03 mg. per milliliter of. 


porum This transmitted less than 196 of the 
light below 4,050 A.; 54% at 5,100 A.: 


60% at 5,400 A., and 66% at 5,800 A. 
Decause the light intensity was decreased 
33 1/3% by this filter, the time of exposure 
was lengthened so that the intensity multi- 
plied by the time (Ist) would remain con- 
stant. 

Results. —All animals in both experiments 
died in the same fashion as those exposed 
to the standard test. It thus appears that the 
filters did not screen out all the wavelengths 
involved in this photodynamic action. 


Comparison of Crude Hematoporphyrin 
with Its Derivative 


T'oxicity Studies.—Mice ranging in weight 
from 16 to 24 gm. were given varying 
amounts of crude hematoporphyrin or hema- 
toporphyrin derivative and kept in the dark 
in an effort to determine the minimal lethal 
dose for 100% of the animals within 48 
hours. 

Results: The minimal lethal dose íor 
100% (MLDy,00) was found to be 0.3 mg. 
per gram of body weight for the crude 
preparation and 0.15 mg. for the derivative. 

Photodynamic Action.—The standard test 
was employed to determine what dosage of 
the crude preparation would give the same 
results as 0.3 mg. of y derivative in a 
mouse weighing 20 to 22 gm. 

Results: The use of 0.6 mg. of the crude 
preparation was found to produce the same 
results as 0.3 mg. of the derivative in a 
mouse of this size. 


Factors Which Modify the 
Photodynamic Effect 


Time Interval Between Photosensitization 
and Radiation—In an attempt to determine 
whether the time interval between photosen- 
sitization and radiation was a modifying 
factor, mice were sensitized and exposed 
to light for three hours in the following 
manner: (1) Hematoporphyrin derivative 
was given intravenously and animals were 
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minutes required for intravenous injection 
of entire group); (2) hematoporphyrin 
derivative was given intraperitoneally and 
animals were exposed to light immediately 
thereafter, and (3) hematoporphyrin de- 
rivative was given intraperitoneally and 
animals were exposed to light after one hour 
in darkness. 

Results: The animals that received the 
derivative intravenously showed erythema of 
the ears and intense itching and irritation of 
the skin within 20 to 45 minutes affer the 
onset of irradiation. This is much more 
rapid than the 60 to 90 minutes required 
for appearance of these abnormalities fol- 
lowing intraperitoneal administration. Thus, 
the interval of time and the method of 
injection were found to be definite modifying 
factors, as shown in Table 2. Sublethal ex- 
posure to light was changed to lethal 
exposure by allowing one hour to elapse 
after sensitization or by injecting the deriva- 
tive intravenously. 

Drugs.—Several different drugs were 
employed in an attempt to modify the toxic 
effects of the photodynamic action. With 
the exception of a wider range of animal 








. TaBLE 2.—Effects of Interval of Time 
and Method of Injection 








Modifying Factors No, Animals No. Survivors 


None 33 32 
Time—1 hour 25 0 
Intravenous injection 10 0 





weights, the method employed consisted ofS x 
the standard test plus the use of various | 
drugs. Therefore, as the animal's weight — 
increased to more than 22 gm., the mod dm 
ing effect of the drug, if any, would b 
accentuated. 


Epinephrine: Epinephrine (Adrenalin) in at 
was given. by intramuscular injection just prior - 
to exposure to light. r! 


Quinacrine: Quinacrine hydrochloride (Ata- | r> 
brine) was given by intraperitoneal injection for 
several days before and on the day of exposure 
to light to ensure saturation of the skin with - 
the drug. A E. 

Prednisolone: Several different dosage sched- 
ules were followed for the intraperitoneal Wi 
tions of prednisolone acetate and prednisolone - 
hemisuccinate. i 


Protoporphyrin: This drug was tried because © 
Schwartz and co-workers" had found that it was 
effective in inhibiting the toxic effects of hema- — 
toporphyrin given to animals kept in darkness. d E 
The drug was given intraperitoneally at the same 


ce, 
S 
Bie 
IB ru 
st. 


TABLE 3.—Drugs Used in Effort to Modify Toxic Effects of Photodynamic Action = 
a 
No. Wt. TU 
Drug Animals Gm. Dosage, Mg. Survivors E 
Adrenalin 12 20-24 0.1 0 E 
12 20-24 0.2 0 En 
?*4 
Atabrine 7 17-19 1.5 (3 days) 2 i: s 
8 17-22 2.5 (3 days) 1 M 
1.5 (3 days) A 
24 17-22 1.5 (4 days) 2 <a 
Prednisolone acetate 13 20-22 / 1 (40 hr. before) 1 
13 20-22 1 (20 hr. before) 5 
12 20-22 1 (48 and 24 hr. before) 0 
Hemisuccinate 12 20-21 0.5 (every 4 hr.) 0 
Protoporphyrin 6 22-24 0.02 1 
12 22-23 0.075 1 
12 22-24 0.075 (repeated once after 4 hr.) 0 
12 22-23 0.3 (repeated once after 4 hr.) 0 
12 21-23 1 (repeated once after 4 hr.) 0 
e 
Bromlysergic acid diethyl- 
amide (BOL) 13 20-21 0.02 (repeated once after 4 hr.) 0 
13 20-22 0.02 (repeated twice, 2-hr. intervals) 0 
Neo-antergan 13 20-22 1 (repeated twice, 4-hr. intervals) 0 
f 13 20-22 1 (repeated twice, 4-hr. intervals) 0 
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T that the hematoporphyrin derivative was given, 
| s well as during exposure to light in some cases. 
Ere Acid Diethylamide (BOL): In- 
aperitoneal injections of this antiserotonin prepa- 
M qum on ` ere given prior to and during irradiation. 
p ?yril e Maleate (Neo-Antergan): This 
istamine was injected intraperitoneally prior 
> and during irradiation. 
| E Results: None of the drugs used con- 
ES ly modified the toxic effects of the 


js 


E E pho todynamic action (Table 3). 


o Skin  _Pigmentation—Twenty-five black 
2 D iile C 57 BLB mice weighing 20 to 26 gm. 
-. were exposed to the standard test to see 
E us: modifying effect their skin pigmenta- 
oin would have on the photodynamic action. 


— Results: None of the animals showed any 
— toxic effects during or immediately after 
a P the irradiation. The next day, minimal 
facial edema was present in most of the 
- animals. In one week late skin changes of 
E minimal degree had developed on the ears 
E and backs of only three animals. 

Tes < Comment 


` me 
uà i 


E. iu aa 
= In any study of photodynamics it is 
E. lecessary that a test be employed which will 
= give reproducible results. Though this 
. should be a prerequisite of all laboratory 
E testing procedures, it has not been found 
E o be the case with most of the studies on 
= photodynamic action. Granted it is a rather 
difficult task; nevertheless, it must be ac- 
A .. complished before an attempt is made to 
study the variables which affect the phenom- 
P enon. The necessity of utilizing cold light 
| in these experiments is also of the utmost 
importance and has been overlooked by some 
3 Beers. 

-— After a suitable procedure for testing was 
B cveioped, the general process of photody- 
P. . namic action in the white mouse and the 
different factors which might affect it were 
studied. The photodynamic changes induced 
in the mouse were found to Se similar to 
. those reported by other workers !; however, 
— the changes were found to be a function of 
Cd following different factors: 


3 


. 1. The dosage of the derivative was found 
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ui 
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P to be related to body weight; in reality this X 







relationship probably was a function of the e 
amount of derivative in the body surface — — 
available for exposure to light energy. D 





































2. The immediate interval of time between 
injection of sensitizer and exposure to light — 
was found to be an important factor, and, 
though obvious, it is often overlooked asa 
modifier of the end-result of a given test. : 
Whether the time is required solely for : 
mobilization of the sensitizer from the site — — 
of injection to the vascular bed or for both 
mobilization and deposition in cutaneous — 
and subcutaneous structures is unknown. It 
is generally held that the porphyrin com- 
bines with a protein and that it is the action 
of light on this complex that produces the 
photodynamic effect. Whether this complex — 
is circulating in the peripheral vascular bed — 
or is in the cutaneous structures is a matter —— 
of conjecture. Perhaps the photodynamic 
action occurs in both places. 


3. The amount of energy received by the | 
animal is a definite factor and is a function — — 
of the intensity of the light times the dura- 1 
tion of radiation exposure. 


4. The duration of photosensitization is | 
a function of total dosage and rate of ex- a 
cretion. It appears that as the total body 4 
porphyrin decreases the photodynamic a s 
changes decrease accordingly until no ad- 
verse effects are discernible. 








Our attempts to study the action spectrum - 23 
left much to be desired, but at least they — 
emphasized the great need for a more ac- 
curate definition of the action spectrum in 
all photodynamic and photosensitive proc- 
esses. The ability to produce qualitatively 
and quantitatively identical effects, despite 
the absence of the greatest absorbed and 
activating wavelengths from the incident 
radiation, raises many fundamental ques- 
tions concerning photodynamic processes. 
Is the process due to absorption of the 
shorter wavelengths by the porphyrin or is 
it produced by the longer wavelengths, or 
by both? If the longer wavelengths can 
bring about a photodynamic action, then 
sensitizers circulating in the small cutaneous | 
blood vessels could be reached by these — 
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E longer and more penetrating wavelengths. 
A still more thought-provoking question 
a presents. Is the process due to absorption 
of light energy by some other material 
found in the animal that passes the energy 

to the porphyrin, which then shuttles it to 
= . another substance to produce the photody- 
| namic effect? If so, the porphyrin would 
provide the necessary carrier system for 
energy that is absorbed. The answers to 
these questions can be provided only by 
careful experimentation, with the use of a 
monochromator such as that emploved by 
AE Magnus and co-workers, who have been 
studying the action spectra of different 
photosensitive states. 


$ o:i d" 


None of the drugs employed significantly 
modified the photodynamic process produced 
= by our tests. Perhaps we were trying to 
E modify too severe a reaction; however, the 
pigmentation of the skin of the black mouse 
successfully modified this reaction, and 
therefore we feel that the preparations tried 
= . are of little benefit in these reactions. 


r3 ~g = 
t, 
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A comparison of the crude preparation 
with the derivative showed little qualitative 
difference in the effects produced by photo- 
dynamic action. Moreover, the derivative 

| was found to be twice as toxic as the crude 
E preparation and it had twice the photo- 
dynamic action. It must be realized, how- 
. ever, that the factor of two is by no means 
constant, since one batch of crude hemato- 
E Prin may vary considerably from an- 
= other. Nevertheless, the preliminary studies 
by Schwartz and associates," who found 
the derivative to be more toxic than the 
crude material, are hereby confirmed. 







Summary 


Hematoporphyrin derivative is demon- 
strated to be a photosensitizing agent, and 
thus has the ability to capture radiant 
. energy and shuttle it into a biologic system. 
— That the handling of this captivated energy 

follows certain principles has been demon- 

strated by our ability to devise a test that 
gives reproducible results. With this stand- 
_ ard test as a basic screen of reference, 








doce a. - *. 


ES EIS. : tem MES VENTA 
PORPHYRIN Ea E 
studies were made of the hoto namic 


"the light, 


pharmacodyn. 15:263-278, 1905. 
le. Lipson—Baldes | i 

































process in white mice and the es 
which affect the process. These variée 
were found to be (1) the dosage of t 
derivative, (2) the interval of time required 
for photosensitization, (3) the intensity o 
(4) the duration of radie 
exposure, and (5) the duration of phy to ae 
sensitization. Black mice were relative 
unaffected by the standard test. 
The derivative was shown to I Sas 
photosensitizer than the crude hematopor- — 
phyrin and also more toxic in the dark. - 
None of the drugs that were tried modified - | 
the photodynamic action. » E 1 
Limited studies of the action spectrum 
revealed that absence of the greatest 2 
sorbed and activating wavelengths from he e 
incident radiation did not prevent the photos 
dynamic action. E. 
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É Photosensitivity and Heat 


RICHARD L. LIPSON, M.D., and EDWARD J. BALDES, Ph.D., Rochester, Minn. 


' During a study of photodynamic action 
— — jn white mice we became aware of the effect 
= of heat on this process. A review of the 
literature revealed that little work had been 
done regarding this problem, and available 
reports provided conflicting results. In an 
effort to resolve these differences, we de- 
cided to study the influence of heat on 
the photodynamic process in white mice. 


Materials and Methods 


Photosensitizer.—The acetic acid-sulfuric acid 
derivative of hematoporphyrin hydrochloride was 
used as in previous experiments because of the 
work of Schwartz, alone? and with others," who 
showed the commercial hematoporphyrin to be a 
crude mixture of many porphyrins. Solutions con- 
taining 10 mg. per milliliter were made up and 
stored in brown bottles under reírigeration. 


Animals—White BALB male mice, 6 to 7 

. weeks old, were used in the experiments.* The 
photosensitization, light, temperature, dark box, 

i and animal wheel used in this study were the 
same as those described in the companion paper.* 


Incubator.—An incubator was used for the heat 
exposure. A standard-type incubator was re- 
modeled by inserting a second thermostat and an 
air circulator. Thus the temperature of the 
circulating air would be monitored at both the 
top and the bottom of the incubator. The glass 
door was fitted with a red filter insert and the in- 
ternal light was changed to a 25-watt dark-red 
lamp. While in the incubator, the animals were 
housed in a large wire cage that had a thermometer 
enclosed in wire in its center. The temperature 
was controlled by continuous observation of the 
thermometer through the glass door. 
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Study 1 E E xs 


In order to study the possible additive 
effects of photodynamic action followed y 
heat, sublethal exposures to both were used. - 
These were determined by trial and error. 
The sublethal photodynamic action Was 
found to be a three-hour period of Ae 
tion for a 20-28 gm. mouse that had re- 
ceived 0.3 mg. of derivative mameta 9 : 
prior to irradiation. The sublethal heat — 
exposure was obtained by maintaining the | 
temperature of the incubator at 96.2 to | 
96.8 F and the humidity at 37%. A normal | 
mouse could survive this temperature for | 2 
at least 24 hours; however, during the ex- E 
periment the exposure lasted only 8 hours. 3 
The mice were exposed to the light and | | 
heat in varying combinations and sequences. - 

Results.—The results are shown in - 
Table 1. E 

Light Plus Heat: No acute or chro t 
effects were noted in control mice after three _ 
hours of light and eight hours of heat. — A 

Photosensitization Plus Light: All but one 5 A 
animal survived three hours of exposure to — 5 
light followed by being housed in darkness. - 
During the week after exposure, moderately | s 
severe skin changes developed on the cars 4 
and back of all animals. b 

Photosensitization Plus Light Plus Heat: 
All but ‘one animal died after exposure to | y 
this combination in this sequence. The 


1 


TABLE l.—Results of Study 1 








Exposure Sequence 


Light 4- heat 32 0: 
Photosensitizations+ light 33 rs 
Photosensitization + light + heat 33 "y MEL 
Photosensitization + dark + heat 31 6: 
Photosensitization + heat + light 42 15 . 
Photosensitization + dark + light 37 27 

Heat + photosensitization + light 32 1 
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. TABLE 2.—Relationship of M oria to 
Photosensitivity Plus Light Plus Heat 








E 2) No. Deaths after Exposure to Heat 
D No. 


—- i Group Animals 2Hr. 3Hr. 4Hr.  .5Hr. 
A 5 1 1 2 1 
B 5 1 3 1 
Cc 6 5 1 
D 5 3 2 
E 5* 3 1 
E F 7 3 3 1 
or? — — — — — 
=. .. Total 33 1 13 14 4 





.. * One mouse survived. 


. animals convulsed, some quite violently, at 
the time of death, and it was noticed that 
: 1 i imping” or advanced kyphosis developed 
in most of the animals prior to the con- 
-. vulsions. The cause of this is not known. 
-. The distribution of the time of death for 
4 M each group showed that 28 of the 32 animals 
died within four hours after exposure to 
M heat with most deaths occurring during the 
Es. and fourth hours (Table 2). 

E . Photosensitization Plus Dark Plus Heat: 
p animals were left in the dark for three 
3 rs after photosensitization and then ex- 
EP osed to heat for eight hours. All of these 
animals survived, and no skin changes de- 
B cioe: | in the following days. 


: b. Photosensitization Plus Heat Plus Light: 
_ Of the 33 animals exposed to three hours 
. of heat followed by three hours of light, 22 
- survived; of the 9 animals that received 
five hours of heat followed by three hours 
E: of light, 5 survived. The over-all mortality 
E rate for this group was 36%. Perhaps this 
3 . mortality rate, which was low in comparison 
È to that for the following group, was due 
tc o an acceleration of the excretion process 
brought about by the heat. The skin changes 
i iat developed in the survivors of this 
FT group apparently were no different qualita- 
tive ely or quantitatively from those in other 
groups that had been photosensitized and 
ex posed to three hours of light. 


E _Photosensitization Plus Dark Plus Light: 
E is was done to see if the time interval 
= between photosensitization and exposure to 
E e was a significant factor. It was found 
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that m 8 of the 37. anis pee. diee d 
hours of exposure to light after being in he d 
dark three hours subsequent to photosensiti- T 
zation. This is a mortality rate of 78% 


Heat Followed by Photosensitization Plus — 
Light: One death occurred among the 16 — — 
animals that received three hours of heat — 
followed by photosensitization and three 1 
hours of light; none of the 16 animals died — — 
that received eight hours of heat followed 
by photosensitization and three hours of 
light. 

Duration of Heat Sensitization: The 
animals were photosensitized, exposed to i S 
three hours of light, and then kept in the — 
dark for varying intervals before Wa I 
to eight hours of heat. The mortality r 
was 5096 in the group that received he al 
after an 8-hour interval; no deaths oceur Y = 
in the group that received heat after 1: T 
hours. d 






















Study 2 k 
Effect of Heat on Production of Skin | 

Lesions.—These studies were done in an E 
effort to determine whether or not heat could — | 
play a role in the production of the skin i 
lesions in a light-sensitive animal. E 
The materials and methods were the same — — 
as in the previous experimentexceptthataft- —— 
er photosensitization the animals were kept 
in the dark for an hour and then exposed to 
the light system for an hour. This modifica- 
tion was used because it offered maximal 
photosensitization and photodynamic action 
without the production of any skin lesions. 
Exposure to heat was continued for eight 
hours. 


Kesults.—Skin lesions developed in all 
animals that were exposed to eight hours — 
of heat after exposure to light but none 
developed in animals that received only 
light. The lesions were different in both i 
distribution and severity from those pro- a 
duced by photodynamic action alone but E 
were of the same general type. They de- _ 
veloped subtly with gradual loss of hair — 
after two to three days with relatively little 
skin slough. Of interest are the facts that 
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A. Changes produced by a minor photodynamic 
insult followed by sublethal exposure to heat; B. 


close-up review of changes in ears. 


lesions seldom developed on the ears of 
these animals and that the damage was con- 
fined mainly to the midline of the back. 
When lesions did develop on the ears they 
were characterized by a reddish desquama- 
tion (Figure, a and b) than by 
necrosis and slough such as were seen in 


rather 
lesions owing to photodynamic action alone. 
m 2 


Comment 


Early in the study of the biologic eftects 
of light, found that 
paramecia were sensitized to heat by prior 


Bovie and Klein 
exposure to short-wavelength radiation. In 


1933 Levy 


sensitivity to heat in white mice by photo- 


reported the production of 


dynamic action. Blum was unable to con- 
firm this and cited the work of Remlinger 
disproof of Levy's 
in 1945 Giese and 
Crossman found that sensitization of para- 


and Bailly as further 


findings. Nevertheless, 
mecia to heat was produced by both ultra- 
violet and visible light, the latter requiring 
They also 


a photosensitizing substance 


Lipson—Baldes 





found, as we did, that the order of exposure ~a 
has to be in a certain sequence, that is, first 9 
the photodynamic action and then the heat, ~ = 


and that the reverse order does not give E 
the same results. 4 Pi 
Our results clearly demonstrate that a E 

normally harmless amount of heat becomes S 


lethal if it follows a sublethal photodynamic 
action, and therefore it confirms the work ma 
of Levy and of Giese and Crossman. How- 
ever, we have shown further that light and 
heat have an additive effect in the produc- 7 
tion of skin lesions in the light-sensitive — 
animal. The order must be that of photo- 3 
dynamic action followed by heat and not GM 
the reverse, for heat apparently does not — 
sensitize the animal to a sublethal photo- 79 
dynamic insult. E 
The mechanism of this sensitizing proc- — 
ess is unknown and presents a challenging m 
problem. A photochemical reaction is usually — 
divided into primary and secondary proe aa 4 
The primary part consists of the = 
absorption of energy in the form of quanta —. A 
and the immediate effects thereof. The om 
thermal reactions that take place among the E. 
products of the primary process or between E 
these and other substances present consti- 
Most probably E 


esses. 


tute the secondary process. 


it is the secondary process that is affected I 
by the sublethal heat in our experiments. | 
EN 


Giese and Crossman ? offered the hypothesis 
of a partial stepwise denaturation of protein ~ 
as an explanation of photodynamic sensitiza- n : 
tion to heat. They based their theory on E 


work done by Neurath 


and co-workers. ~ 
Thus, according to their theory, if protein © 
is denatured in steps “A to Z," the photo- - ME 


dynamic the process — 
i, E “AS 













action would carry 
part of the way—perhaps from A to M— 
and the heat would carry it to completo 
that is, from M to Z. | - 
Whatever may be the exact mechanism, — 
it results in various degrees of damage. The = 
extent of „this damage depends on the | 2 
amount of light and heat received by the A 
animal as well as on the degree of photo- 4 
sensitivity. It appears that the acute damage — 
is repairable within 12 hours, after which © 
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m P ie animals are no longer sensitive to heat. 
— Whether this is due to repair of deranged 
. cellular metabolism resulting from damaged 
3 3 cellular organellae, or whether time is re- 
— quired for excretion of toxic substances, is 
unknown. 
EB For many years an attempt has been 
| made to correlate porphyria and photo- 
_ dynamic action due to porphyrin photo- 
— sensitivity, but experiments have failed to 
show any definite pharmacodynamic or 
ped similarity between the two. 
.— Of great interest, in view of our findings of 
E: - heat sensitivity following a photodynamic 
A action, is the role of the minor trauma of 
a heat in the production of skin lesions in 
i Porphyria. 12 Our ability to produce skin 
lesions by the additive effects of photo- 
| dynamic action and heat may be the first 
- link between the two. These findings would 
E - also offer an explanation of how skin lesions 
. may appear at some time other than the time 
= when the concentration of porphyrin in the 
E. _ blood of these patients is at a peak. 

. Heat may play an important additive role 
in any of the other diseases which are as- 
Be cciated with photosensitivity, and therefore 
. patients with light sensitivity might be 

3 . cautioned against exposing themselves to 
"temperature elevations such as hot baths, 
(working over a hot stove, heat lamps, and 

- so forth. Perhaps in this way the skin 

- lesions and the scarring which may follow 

* such exposure will be kept at a minimum in 

| - these patients. 















PM Summary 


z The additive effects of photodynamic 
‘action followed by heat have been demon- 
| Es ated. Our experiments illustrate that heat 
which is harmless to normal animals can be 
^q ite harmful or even lethal to photosensi- 
- tive animals. Exposure to heat must follow 
- exposure to light in order for the additive 
— effect to occur, 
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The oles raek oF our findings 


to the production of skin lesions in the 
photosensitive patient is commented on. We 
suggest further that all photosensitive pa- 
tients should be cautioned about supposedly 
harmless exposure to heat in an effort to 
reduce the incidence of skin lesions. 


Mayo Clinic. 
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Medical Specialism and the Boards 


MARCUS RAYNER CARO, M.D., Chicago 


At the "Conference on Specialism in 
Medicine" ! in 1959 specialism and particu- 
larly the Specialty Boards came in for con- 
siderable criticism. Galdston? reminded 
-us that “medical specialism was first pursued 
mainly by the laity. The lens coucher, 
tooth extractor, lithotomist, bone setter, 
midwife, masseur and barber surgeon were 
the specialists of the middle ages . . . . They 
were, as so many are today, technicians, 
men skilled in crafts rather than knowledge- 
able in theories." Galdston divided the 
practice of medicine "into two major cate- 
gories: episodic and maintenance. Episodic 
medicine, as the term implies, is the medicine 
practiced in emergency situations . 
Maintenance medicine is devoted to foster- 
ing the every day well-being of the individ- 
ual . . . . Episodic medicine is primarily 
and predominantly the realm of the special- 
st.” In a previous paper Galdston? stated 
that "the future of medical service is not to 
be envisaged as a continued refinement, as 
well as increase, in the specialties, with the 
consequent parceling out of the patient to a 
host of men, who will care for him and 
treat his illnesses . . . . the treatment of 
disease is not the equivalent of the promo- 
tion of health and well-being—and special- 
ists treat disease." It was his "conviction 
that the future of medicine belongs . . . . to 
ecologic medicine and to physiological medi- 
cine, the last dealing with the normal and 
optimal internal milieu of the individual, 
and the first, that is ecologic medicine, with 
man's external milieu, in its broadest and 
deepest implications." 

While it is true that physiologic and 
chemical research and ecologic medicine have 
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done much to eliminate some factors that 
would challenge the maintenance of good - 
health, I am not ready to join in digging | 
the grave for specialism in medicine. Man- 
kind may eventually reach its Shangri-la, 
where it will be protected from want, 
hunger, and disease and free from congeni- - 1 
tal defects, occupational hazards, and de- - 
generative changes. When that millennium — * 
arrives the maintenance men will be 3 
equipped to take charge of the practice of — 
medicine. In the foreseeable future, how- - 
ever, there will still be a need for physicians . 
trained in "episodic medicine." d 
Medicine is not unique in its development | 
of specialization. Long ago it was possible - E 
for one man to master all of the current 
knowledge, or ignorance, of disease and to 
practice total medicine. It must be remem- D 
bered, however, that in those days it was . 
also possible for one mind to master all that- 3j 
was known of science in general. The i in- A 
crease in knowledge of science and of man | 
has proceeded at an explosive rate and with — 
a bewildering acceleration. The human body 
is no less complicated than many of the | 
machines made by man. It is no more cee 
to expect one physician to examine intelli- - 
gently and to treat effectively the human - 
body for all its ills than it would be > 19:3 
assign one man to handle all phases of the 
operation and maintenance of, let us say, a ^ 
jet airplane. i 3 
Specialism in medicine is here to stay. No ; 
matter what conclusions may be reached by - 
conferences of experts, the public will insist |. 
on obtaining the most competent available — 
medical care for its “episodic” lapses from | 
good health.” This cannot be provided by 
those physicians who may have a mastery E. 
of the philosophy of medicine in all it M 
branches but who do not possess the specific — 
technical skills required. In addition, even E 
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Ei | the field of "maintenance medicine" the 
3 - specialist can and actually does make a 
| " significant contribution to progress. Only a 
a dermatologist, for example, can make the 
-. most intelligent investigation of occupational 
‘a dermatoses and recommend environmental 
- changes to eliminate hazards to the main- 
| z tenance of good cutaneous health. 
— When the American Board of Derma- 
- tology was organized, one evil it sought to 
eliminate was the rapid parturition of 
| poorly trained, self-styled specialists whose 
X preparation for practice consisted of a short 
_ visit to some clinics, the learning of a few 
- techniques, and the acquisition of a few 
| — Coda To attain this objective, 
residency training programs were organized, 
a curriculum was established, and minimum 
ES. were prescribed. This clean-up 
- campaign has been eminently successful. 
1 Jnfortunately, in correcting the evils it 
‘sought to remove from the lower fringe of 
E dermatology it has also had a restraining 
effect on dermatologic training at the highest 
Eie As is often the case, the prescription 
Sof minimum standards has in practice had 
the: effect of establishing the maximum 
3f | range. 
— A Most of the outstanding American derma- 
.. tologists of former generations and many 
- of our present leaders obtained their primary 
- training in our specialty and much of their 
. inspiration from personal study with the 
- foremost European dermatologists of their 
time. For them Vienna, Berlin, Paris, and 
-London provided just a few of the training 
. centers where dermatology had been making 
S great advances for generations. It is true 
E — that American dermatology has made pro- 
.. digious strides in the past two generations 
1 and that many excellent training centers 
have been established here. Nevertheless, it 
would be chauvinistic to assume that these 
Foal ‘developments, great as they are, have 
m robbed European dermatology of all its 
E - virtues. The fact that each year we invite 
Ee Biioreign dermatologists to be our guest 
< lecturers at the American Academy of 
E -— Dermatology would seem to indicate that we 
— still attach great value to these individuals 
- 90/522 
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as worthwhile teachers. In spite of this, all 
doors to foreign dermatologic training are, AS 
for practical purposes, closed to the neo- 
phytes of our specialty at the present time. 
No longer can a student seek out inspiring 
teachers anywhere from whom he can learn 
phases of our specialty in which he may © 
have a special interest, and this restriction 
penalizes especially the superior candidate. d 
His training plans must be predicated en- = 
tirely upon the question, “Is the training em 
approved by the Board?" The rules of our. : 
Board should be made more flexible to per- 
mit candidates to apply for approval of 
study at any recognized dermatologic center 
or with any renowned dermatologic teacher 
for part of their training period. The recent 
ruling that the chief of training in a three- 
year approved institution may assign one 
of his trainees to spend one year at St. 
John’s Hospital in London is a step in the 
right direction, but it limits this great op- 
portunity to the very few candidates who 
may fit into this small exchange program. 
While the bulk of our candidates is being 
trained in programs approved for the full 
three years, the results of recent examina- 
tions have shown that candidates who re- 
ceived parts of their training in several 
institutions have done as well and at times 
even better in performance. To insist on a 
formalized curriculum for the entire period - , 
of training may in time force our specialty — 
into more rigid bounds, while relaxing our 

rules to permit a wider choice of training l 
should eventually encourage a more varied 
and free development of dermatologic know- 
ledge. 

The American Board of Dermatology is 
not a licensing body and it has no authority 
to limit the practice of any physician. Any- 
one possessing a state license to practice 
medicine may practice dermatology or any 
other specialty within the bounds dictated 
by his ability and his conscience. A phy- 
sician has as his chief function service to 
the public and, in the final analysis, that is 
also the ultimate goal of the American 
Board of Dermatology. To implement this 3 
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function we test the competence of candi- 
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dates who appear vohtutarily for examina- 


tion and we certify as diplomates those who 
possess the proper qualifications. We could 
contribute a great deal to the upgrading of 
the quality of American dermatologic prac- 
tice if we were to permit all interested 
licensed physicians to prepare for our ex- 
amination and to attempt to qualify for 
Board certification. After all, they do have 
the legal right to practice dermatology even 
without our Board diploma and many of 
them do. Permitting these physicians to 
take our examination, after a period of ap- 
proved training, cannot help but give them 
an incentive to improve the quality of their 
competence and practice. It is true that all 
graduates of unapproved medical schools 
and also American citizens who are gradu- 
ates of foreign medical schools may now 
qualify to take our Board examination by 
passing Parts 1 and 2 of the examination 
given by the National Board of Medical 
Examiners. Nevertheless, this preliminary 
requirement raises a hurdle that most practi- 
tioners cannot surmount. The public would 
be served well and no one would be hurt if 
our Board were to open its examination to 
all licensed physicians who have received 
adequate approved dermatologic training. 
The standards of the examination should be 
kept at their present high level. We should 


be less concerned with the oft-mentioned 


ý 
" 


possibility of lowering the standards of the 
Board and more interested in the probability 
of raising the quality of medical service to 
the public by this group of dermatologic 
practitioners. 

The Advisory Board for Medical Special- 
ties was organized in 1933 by four Specialty 
Boards (Ophthalmology, Otolaryngology, 
Obstetrics and Gynecology, and Derma- 
tology and Syphilology) and four national 
organizations (Association of American 


. Medical Colleges, The Federation of State 


Medical Boards of the United States, The 
American Hospital Association, and The 
National Board of Medical Examiners). 
Since then 14 additional primary Specialty 
Boards have been elected to membership, 
and last year the Council on Medical Educa- 
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tion and Hospitals of the POKER Media 
Association became a member organization | 
A purist might question the propriety ¢ 
including these national organizations in the 
Advisory Board. Of these the Nationa 
Board of Medical Examiners alone has an 
indirect part in the certification of specialists 
by screening special candidates for us to 
qualify them to take our Board examinatic n. 
The other four organizations have no dire ct 
interest in the certification of candidates i dn 
the medical specialties. As a matter of poli 3 
the Specialty Boards do not meddle in an: 
dergraduate medical education, they do not 
evince any interest in a candidate fo: 
specialty training until he has been licensed 
to practice medicine, and they hold fast t 
the principle that a Board certificate shoul 
never be used as a screening device fo 
appointment to a hospital staff. Nevers 
less, the national organizations cone 
with these three activities, all E 
foreign to us, participate in the activities a 
the Advisory Board. For many years t thi 
Advisory Board and the Council on - Medic cal 
Education and Hospitals of the A.M.A 
maintained the stature of two severa 
bodies that functioned cooperatively in mat = 
ters of mutual interest. At the upper level 
the two organizations functioned effectively 
through a Liaison Committee, while at ne 
local level the two operated through t 
Residency Review Committees, which. con- 
tain equal representation from the indivi 1 $ 
Specialty Boards and the Council. Tt 
equilibrium between the two organiza ion 
was disrupted, in my opinion, when 
Council obtained additional direct | ‘rep M 
sentation on the Advisory Board. ~ * 
One might wish that the Advisory Board 
for Medical Specialties was also the Ad- 
visory Board of the Medical Spat. t 
is true that the representatives of | 
member organizations could never out 
those of the 18 Specialty Boards on a 
controversial issue. It must be remembere 
however, that there is a rapid turn-over 
the representatives of the Specialty Boards 
while the national organizations tend to kea D 
their representatives to the Advisory Board. 
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Eo! their long experience these representa- 
D tives come to wield an influence far out of 
- proportion to their relative number. One 
| of the possible consequences, against which 
we should ever remain on guard, is that the 
_ Advisory Board may eventually become 
" subservient to some of its component na- 










E - during the recent revision of the constitution 
= and by-laws, there will always be the possi- 
bility that the Advisory Board in time may, 
- in effect, develop into a Governing Board 
- for Medical Specialties. I strongly urge that 
the American Board of Dermatology send 
— both its representatives to every meeting of 
5 E the Advisory Board and that our representa- 
5 tives be permitted to serve for a long enough 
. period of time to become fully familiar with 
: — their responsibilities. Unless we participate 
pu i in all of the activities of the Advisory 
- Board we may eventually see many of our 

E rights lost by default. 
= What are the most important functions 
- of the Advisory Board? According to the 
- constitution, "The Advisory Board serves as 
E P. forum where the representatives of its 
- component organizations assemble for a free 
E ession of problems of mutual interest. 
ds effectiveness is derived from the de- 
3 cisions of these representatives reached 
“through democratic processes.” I have 
. attended the meetings of the Advisory Board 
- during the past nine years and several meet- 
ings of its Committee on Standards. One 
E of the major problems that consumed much 
- of the time at these meetings was that of the 
_ splintering of specialties by the issuing of 
. Special certificates in refined fractions of 
. these specialties. Other issues that produced 
a time-consuming, steadfast rebuffing were 
“the repeated efforts by undesired groups to 
: - organize their own approved Specialty 
- Boards, such as those of Trauma, Allergy, 
E p Abdominal Surgery, and General Practice, 
There are other and equally important 
B oues: of mutual interest to which the 
- Advisory Board might well address its ef- 
- forts in this critical period of great so- 
- ciological and  medicopolitical instability. 
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dn 1 office for longer periods ot! time, Peu | pM these is TUNE ur gent a | 


= tional organizations. In spite of our vigilance - 


establishment of a climate of K n sens 
and fair play in the delineation of med ica a 
specialties, both in theory and in practice. 
The Advisory Board should not fix exa 
definitions of the various specialties, E 
many of these overlap with others in some - 
of their activities. To formalize a division 
of medical practice into rigid compartments 
would lead only to a jungle of jurisdictional 
disputes over the possession of property 
claims on the patient, and in such a chaos 
everyone would lose, especially the patient 
whom we are all sworn to serve. The 
Advisory Board should do more, however, 
than merely passively. advise that “a 
Specialty Board should not support any 
movement which would gain special privi- 
leges for diplomates over other qualified 
physicians.” It should be in the front rank 
in emphasizing that a Board certificate is 
merely a diploma issued for demonstrated 
qualifications and is not a license granted 
for a monopoly in practice. The certification 
of the selected few in any one specialty 
should not be used to diminish the useful- 
ness of non certified workers in the same 
field of activity. No physician should be 
discouraged from making his contributions 
to the knowledge of any disease nor de- 
prived of the opportunities for continuing 
his investigations, no matter what label 
happens to be affixed to his major field of 
activity. As Tenney* so aptly stated, 
deprecate knowledge from any source, de- 
liberately, betrays an unforgivable pro- 
vincialism . . . . The specialist becomes a 
sharp critic of those who threaten his do- 
main, and the would-be pioneer tends to be 
recast as an intruder." The Advisory Board 
would do well to advise and urge all its 
component Specialty Boards to do all they 
can to popularize the concept that we are 
all on the same side in the war against 
disease. That war can be fought more 
successfully if we use all of our talents, our 
facilities, and our efforts in unstinting co- 
operation against the common enemy, rather 
than to wage these against each other in 


Vol. 82, Oct., 1960 
> 1 F a e | 


. i: = her : E 















Mt E 7. 






wis! h to reitera 
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of my service here I have. seen the philos- 
ophy of our Board move away from t 
inflexibility of a Guild principle to its 
present more realistic and liberal position. 
We have not yet reached the end of the 
in 7 = road. 


| I am grateful for the opportunity given 
^ me to serve this Board and to participate 
r in all of its activities. I am happy to be 
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treatment of any candidate because aki ra - 
color, religion, Or for any other reason 
the contrary, you have given to each 
date an examination that is meaningful a and 
comprehensive, but always conditioned a 
the kindness and consideration that are 30 
essential to elicit performance at his best. 
In all of your many and arduous tasks you 
have given dedicated service to the can di- 
date, the specialty of dermatology, the medi- 
cal profession, and the public. 
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E  Polyarteriti nodosa is said to be more 
ommon in men than in women. The basic 
lesion is appear to be of the nature of in- 
Hamr mmatory, commonly allergic swellings of 
the blood vessel walls and are a nonspecific, 
* hypersensitive response to a variety of an- 
tigens or stimuli, often, but not invariably, 
“one of bacterial origin, and have also been 
found to occur in association with the ex- 
hibition of such drugs as the sulfonamides 
and antimalarials (Pulvertaft, 1949). 

- The condition has been defined by Miller 
(1949) as a form of necrotizing, inflam- 
“matory panarteritis affecting small and me- 
d um-sized arteries, accompanied both by 
‘signs of systemic infection and by focal 
- symptoms due to the scattered primary arte- 
rial lesions, and to the local circulatory dis- 
t baies varying from relative ischemia to 
gross infarction, which are the cause of 
presenting symptoms. He also drew attention 
to the occurrence of a characteristically high 
polymorphonuclear leukocytosis, a raised 
‘blood sedimentation rate, and a moderate and 
slowly progressive secondary anemia of the 
ortho- or hypochromic type. The clinical 
am ianifestations present as a pyrexia of un- 
ok E. origin, often accompanied by symp- 


E 


toms or signs indicating the presence of 
- some generalized inflammatory disease, e.g. 
malaise, diverse neurological symptoms, 
Éibdominal and joint pains, paresthesia, inter- 
| E itten hematuria, and progressive weak- 
— ness. Hypertension may be in efidence, but 
dt is not commonly present except in asso- 
- ciation with the healing stages of renal 
- polyarteritis or glomerulitis. Angiomas may 
-. Submitted for publication Jan. 27, 1960. 

94/526 


~i d 
-e 


€ utaneous Manifestations in Polvarteritis 


x Report of a Case with Livedo Reticularis 


also be present as in other generalized in- 
flammatory diseases. Further symptoms 
which may be present include edema, diar- 
rhea, insomnia, sweating, chills, purpura, 
jaundice, and diverse scarlatinniform, erysip- 
eloid, or macular to papular or vesiculo- 
bullous eruptions. Ecchymoses, due to rupture 
of a weakened arterial wall or aneurysm 
and which are usually symmetrical, may be 
followed by gangrene which may even af- 
fect the bones and gastrointestinal tract 
(Matras, 1958). Vascular changes which 
are observed microscopically may also be 
seen in other conditions such as rheumatoid 
arthritis, thromboangiitis obliterans, derma- 
tomyositis, scleroderma, systemic lupus ery- 
thematosus, 
purpura, and = glomerulonephritis. Miller 
(1954) expressed the opinion that the 
changes observed are not necessarily allergic 
since similar changes can be seen in experi- 
mental hypertension produced by clamping 
the renal arteries. However, these changes, 
although similar, are not necessarily identical 


( Blackburn, 1959). 


Some cases improve with the administra- 
tion of antibiotics but most cases do best 
with steroid therapy or both. The internal 
organs most commonly involved have been 
the kidney (8096), the heart (7096), the 
liver (6596), the mesentery (3096), 
muscles (30%), the pancreas (25%), and 
the central nervous system (8%) (Sutton, 
1956). 

The condition was first described by 
Kussmaul and Maier in 1866 as a rare and 
generally fatal disease characterized by local 
inflammation of arteries or arterioles with 
thrombosis, aneurysm, or hemorrhage, and 


serum sickness, anaphylactoid 
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circumscribed, necrotizing, and exudative 
arteritis. Mesarteritis occurs with necrosis 
of part of the media, polymorphonuclear in- 
filtration, and extension of the 
Their concept of the disease was that of an 
acute febrile disease which was accompanied 
by severe pains, weakness, tachycardia, par- 
esthesias, pallor, albuminuria, and hematuria, 
with a short course ending in death. The 
etiology remains uncertain, but there 1s evi- 
dence of an association with preceding re- 
spiratory infections and rheumatic fever. In 
a few cases, the disease appears to have been 
due to sensitivity to drugs of the thiouracil 
group, but the evidence by which other drugs 
have been suspected as etiologically sig- 
nificant is weak (Rose and Spencer, 1957). 
Lindberg in 1931 and 1932 described a cu- 


taneous form with a relatively good prog- 


process. 


nosis. 
Alkiewicz (1933), and Ketron and Bern- 
stein (1939) found the skin to be affected 


in approximately 25% of cases. The acute 
stage of the disease may be accompanied 
by polymorphous exanthemata. The more 
characteristic manifestations, however, re- 
flect the vascular involvement in the form of 
hemorrhage and gangrene in the acute 
stages, and livedo racemosa and necrotic 
ulceration in the chronic phase. The essen- 
tial lesions, cutaneous and subcutaneous 
nodules, may occur at any stage of the dis- 
ease Prem In the proportion of cases 
(20% to 25%) in which nodules occur, they 
tend to occur in groups or crops and may 


Fig. l.—Single super- 
ficial necrotic ulcer over 
outer malleolus with 
healed areas posteriorly 
and on dorsum of foot 
(woman). 
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regress in a few days or last for periods ` 
up to 18 months (Miller and Daley, 1946). — 
The nodules, which may number up to 50 E 
or more, vary in size up to a small nut, are LE 
hard to the touch, and may be seen along the 2 
course of an artery (Keil, 1938). E 













These lesions are sometimes tender on | s 
palpation, and have, on occasion, been ob- E ; 
served to pulsate (Manges and Baehr, 1921,38 
Spiegel, 1936). They may also resemble ~ 
erythema nodosum (Klotz, 1917; Spiegel E. 
1936; Vining, 1938; Miescher, 1946). Lyel o 
and Church (1954) consider that since the 
primary lesion in both cases is a vasculitis, — ! 
the clinical course is sufficiently dissimile mg 
for differentiation, despite the similarity E 
histological appearances. The overlying skin - 
may be normal in appearance, erythematous, 
stretched, and glistening, or may ulcerate. A — 
particular form of ulceration (observed by a | 
the writer) exhibits a peculiar, small, super- a t 
ficial, punched-out appearance in the center 
of a fawn- to brownish-tinted area on vary- 
ing degrees of scaly erythema. He has- 
observed this form of relatively superficial | 
ulceration in seven cases (five women and ` 
two men), four on the legs and one on the 
outer ankle area in the women, and in. m 
men, on both legs and ankles. These necrotic a 
ulcers may be single lesions (Fig. 1), or 
multiple and occur as separate areas as in 
Figure 2, or occur on the same erythemató dig E 
squamous, mottled-to-diffuse background, as 
in Figure 3 and also in Figure 2. In the last ` 
five tentative diagnosis of 38 


cases seen, a 
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Fig. 2.—Multiple, scattered, small, relatively 
superficial, necrotic, semi-punched-out ulcers in a 
fawn- to brownish-tinted area based on varying 
degrees of scaly erythema on the left leg. Note 
tendency to livedo reticularis. 


polyarteritis nodosa was made on the clinical 
appearance of the ulcers. The diagnosis was 
subsequently confirmed by biopsy. 

Goldschlag and von Chwalibogowski 
(1935) were the first to describe a persistent 
reticular livedo in polyarteritis nodosa in a 
boy aged 5 years. The dark bluish livedo 
appeared on the trunk and limbs in con- 
junction with a nodular and polymorphous, 
maculopapular and urticarial eruption. The 
diagnosis was confirmed by microscopical 
examination of a nodule. The boy finally 
recovered in about a year after suffering 
several relapses. 

Matras (1938) reported a case in which 
the ulceration, which commenced on the legs, 
resembled varicose ulceration until it oc- 
curred in conjunction with livedo reticularis 
on other areas. Barber (1949) described 
a case in which ulcers developed in a similar 
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Fig. 3.—Multiple, semiconfluent, relatively super- 
ficial, ne-rotic ulcers, confined to one area on a 
mottled-t5-diffuse background of pigmentation and 
livedo reticularis on the right leg (see Report of 


Case). 


manner to those in cases with acute gan- 
grene, commencing as violet areas of dis- 
coloration, many of which became necrotic 
and ulcerated. The original lesion resembled 
a rodent ulcer on the lower back. It was 
surrounded by a violet livedoid appearance 
which ater appeared on the arms, ac- 
companied by painful, necrotic ulcers. 
Generally speaking, the livedoid reticular 
appearamce, which may be bluish to reddish- 
brown im color, indicates that the polyarteri- 
tis nodosa is of the chronic variety. Ketron 
and Bernstein (1939), however, described 
a patient who exhibited this manifestation 
in an acute phase and died. In this case, 
there were also some tender and raised hem- 
orrhagic areas which became necrotic and 
ulceratec before death. Others who have 
recorded cases exhibiting recurrent crops 
of red, mostly tender nodules which might 
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E s. -ulcerate, and/or livedoid reticular mani- 
- festations on the skin, include Crosti, 
— (1935), Carol and Prakken (1937), Dowl- 
t ing (1943), Miller and Daley (1946), 
T Kimberly (1946), Oliver (1948), Ormsby 
| (1948), Barber (1949), Slinger and Starck 
< (1951), Lindgren and Lundmark (1956), 
— . "Hellier (1957), and Rimbaud (1958). 

— Lyell and Church, in 1954, reported three 
. — cases of polyarteritis nodosa in men, along 
with a review of the literature on the sub- 
ject. One of their cases exhibited ulcera- 
tion, scarring, livedo reticularis, induration, 
and pigmentation, and one presented cu- 
: taneous nodules and  livedo reticularis. 
Both these cases were accompanied by 
muscle pains but there was no visceral in- 
volvement. The third case exhibited visceral 
symptoms together with transient edema 
and purpura which were incidental to the 
visceral involvement, as compared with the 


ee set: 


Fig. 4.—Multiple, relatively superficial, small, 
punched-out ulcers on outer lower right leg and 
ankle region in a man, with patchy brown pigmen- 
tation and tendency to livedoid, reticular mottling. 
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other two cases in which the skin manifesta- | 


tions comprised the disease, They stated - 
that the skin was involved in about a quarter — | 
of the cases of polyarteritis nodosa and  - 
that there were two types: the cutaneous —. 
type, which was characterized by livedo | 
reticularis, ulceration, muscle pains and ~ 
edema, and the visceral type in which the — 
skin was involved inconsistently and in- 
cidentally during the course of the disease | 
by exanthemata, ecchymoses, and gangrene. 
Subcutaneous nodules were common to both 3 3 
forms. I have observed three cases ex- 
hibiting livedo reticularis, two of my own — 
(Figs. 3 and 4) and one presented by Dr. - 
J. Cahill before a meeting of the New dq 
South Wales Branch of the British Associa- 7 
tion of Dermatology at Lewisham Hospital ^ - 
in 1958. Témime and Rodde (1958), with 
whom I am in agreement, are of the opinion 
that the trisymptomatic syndrome, “nodular - 
dermal allergids" of Gougerot, is a minor 
form of periarteritis nodosa. This syndrome 
is characterized by (a) small round cu- 
taneous nodules which may be of normal 
skin color or faintly erythematous, (b) 
purpuric macules up to about 5 mm. in 
diameter, and (c) erythematopapular lesions — | 
which resemble the lesions of erythema | 
multiforme. Purpuric and urticarial lesions 
and even bullous and necrotic lesions may 
occasionally be present. Sometimes the at- 
tacks are associated with fever, arthralgia, 
and headache or fatigue, but the general : 
health remains good. They also consider ` 


that syndromes such as  anaphylactoid — 
purpura, vasculitis due to hypersensitivity, — 
granulomatous vascular allergids, Stils `- 


disease, and nodular vasculitis, may be re- — | 
lated and variants of a similar process, ^ 
depending on the localization (capillaries, — 
arterioles, small arteries) and variable in- ~ 
the pathological process present- 
and Montfort (1958) = 
examined the evidence for and against the ~ 
allergic origin of a number of conditions 
including Gourgerot's "maladie trisympto- 
matique”, periarteritis nodosa, Bazin's dis- ` 
ease, nodular vasculitis, erythema nodosum, ` 


tensity of 
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thrombophlebitis migrans, and panniculitis. 


All have in common (a) nodular lesions 
— which may appear and disappear without 
- necessarily leading to ulceration, (5) a path- 


— ological vessel in the center of the lesions, 


- (c) the frequent occurrence of necrosis, 


— and (d) a secondary granulomatous re- 








action. 
- These conditions present a recurring 
- series of lesions of varying prognostic 


— significance from benign to serious, but 


the prognosis can be difficult to determine 
in the early stages. The etiology does not 
always appear to be uniform, although 
= many cases are indicative of an allergic 


origin or are found to be associated with 


the presence of toxic foci. 


Report of a Case 


History.—The patient, a married woman, aged 
54, was first seen by me on March 27, 1958, when 
she complained of “ulcers round the ankles” on 
. and off for about five years. They commenced 
as purplish to reddish spots which broke down 


E -to form ulcers and became very painful, more 
— «so at night. Her presenting attack had been in 


"evidence for about eight weeks and was worse on 


— ‘the left leg. Attacks usually occurred in the sum- 


mer. She stated that she also experienced periodic 
attacks of numbness and "pins and needles" in 
her hands and feet. 

Past History.—The patient had suffered from 
constipation and had had high blood pressure. In 
addition, she had experienced attacks of jaundice 
and biliary colic, intermittent claudication, fre- 
quent headaches, and had undergone an operation 
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for repair of a prolapsed uterus. At times she 
became breathless on exertion. 

Family History.—Nothing relevant was indi- 
cated. 

On Examination.—On the anterior aspect of 
the lower part of the legs were a number of 
maculopapular lesions resembling subepidermal 
pus, in a background of telangiectasis and erythe- 
matous scaling, interspersed with typical, small, 
superficial, necrotic-looking ulcerations to which 
other “subepidermal pus-like” lesions had progressed. 
Some tendency to brownish pigmentation was also 
present. l 

There was also a generalized and well-marked 
appearance of livedo reticularis or cutis marmorata 
affecting the skin everywhere except the face. The 
patient was recommended for admission and in- 
vestigation at the Royal Prince Alfred Hospital 
where she came under the care of Professor 
C. R. B. Blackburn on March 31, 1958. I con- 
tinued to see her in consultation with Professor 
Blackburn. 


Investigations.—The blood pressure was not 
raised. X-ray examination of the gall bladder 
showed the presence of calculi. 


Blood.—Red cell count was 4,900,000 per cubic 
millimeter; hemoglobin, 12.8 gm. %; color index, 
0.87; hematocrit, 41; mean corpuscular volume, 
84 cuz; mean corpuscular hemoglobin, 26ug.; 
mean hemoglobin concentration, 3196; leukocytes, 
6,200 per cubic millimeter, with neutrophils, 57%; 
lymphocytes, 32%; eosinophils, 2%; monocytes, 
9; basophils, 0. Wassermann and Kline reactions 
were negative; bleeding time was 4 minutes; co- 
agulation time, 5.75 minutes; sedimentation rate, 
12 mm. (Wintrobe) ; urea, 36 mg/100 ml.; serum 
proteins, 7.65 g/100 ml.; serum bilirubin, 0.2 mg/ 
100 ml.; serum alkaline phosphatase, 10 King- 
Armstrong units/100 ml.; thymol flocculation, +; 
zinc sulphate turbidity, 9 units. 
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Fig. 5.—Livedo reticu- 
laris on thighs of case 
reported. 
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E Electrophoretic Péltirn Slight increase in 
V y-globulin was shown. 

` Biopsy.— This showed the presence of a necro- 
. tizing arteriolitis as is seen in polyarteritis nodosa. 
E Treatment.—On April 5, 1958, the patient was 
Re ordered cortisone by mouth commencing with 150 


3 ta mg. twice daily. This was gradually reduced until 
Dex May 13, 1958, when a dose of 12.5 mg. daily was 
22 — being taken, and then stopped, as all leg ulcer 
— lesions were healed. Potassium chloride, 7.5 gr. 
Et (0.5 gm.), was also given orally after meals from 


April 6, 1958, to May 8, 1958. Locally, the ulcerated 
lesions were treated with alibour lotion * followed 
e by a 2% ammoniated mercury ointment twice 
daily. Throughout treatment, no evidence of 
E visceral polyarteritis nodosa was found, nor did 
the livedo reticularis disappear. The patient was 
then discharged to the care of her doctor in the 
country. 


bs. Summary 


R The basic lesions of polyarteritis nodosa 
appear to be of the nature of an inflam- 
matory, commonly allergic swelling of the 
blood vessel wall, and are a nonspecific 
hypersensitive response to a variety of anti- 

P gens or stimuli. These cause a form of 

necrotizing, inflammatory, panarteritis af- 

fecting small and medium-sized arteries. 
ud 5 The condition can be accompanied by signs 

y Apr Of systemic infection and focal symptoms 

bs . due to the scattered primary arterial lesions 
and to the local circulatory disturbances. 


bs The associated symptoms include pyrexia, 
malaise, divers neurological symptoms, 
hypertension, abdominal pains, muscle and 
joint pains, paresthesias, hematuria, edema, 
insomnia, sweating, purpura, jaundice, pro- 
gressive weakness, and divers scarlatini- 
form, erysipeloid, macular to papular, or 
vesiculobullous eruptions, and also livedo 
reticularis. Echymoses due to rupture of a 
weakened arterial wall may be followed by 
gangrene, which can even affect the bones 
= and gastrointestinal tract. 


The skin is affected in approximately 

25% of cases, the essential lesions being 
cutaneous and subcutaneous nodules recur- 

ring in groups or crops, sometimes along the 

| course of an artery. If they ulcerate, the 





*Lotion contains copper sulfate, zinc sulfate, 
1% of each in camphor water B.B. 
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appearance is strongly suggestive | dia a 
evidence of the diagnosis. The ulcer mate 
exhibits a peculiar, small, relatively super - 
ficial, punched-out, necrotic appearance dn 
the center of a fawn- to brownish-tinte¢ 1 
area on varying degrees of scaly erythema. 
The writer has observed seven such case es 
in which he was able to make a correct di- 
agnosis from the clinical appearance in the - 
last five seen. Five occurred in women | 
(four on the legs below the knee and one - n 
on the ankles). Two occurred in men and - 
affected both the legs and ankles. | d 

In 1935, Goldschlag (now of Sydney: ! 
and von Chwalibogowski were the f rst to 
describe a case associated with a persisten t 
reticular livedo in a boy aged 5. Since the n 
a number of cases have been reported. 

Lyell and Church ( 1954) and others navel 
indicated that there is a cutaneous type, y 
characterized by livedo reticularis, ulcera - 
tion, muscle pains, and edema, which com- 
prise the disease, and this is more chroüi-- 
in nature. They distinguished this from a 
visceral type in which the skin is involved | 
inconsistently and incidentally by exanthe- - 
mata, ecchymoses, and gangrene. Sube s 
taneous nodules were found to be common ` 
to both forms. x 
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A case (that of a woman) is reported | 
which exhibits the typical ulceration of the x 
lower extremities and generalized livedo . 
reticularis, and photographs illustrating them 
are presented. a 
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Trimeprazine Agranulocytosis 


MEUCIT 


Report of a Case 


W. E. CLENDENNING, M.D.; MORTON A. KRESS, M.D., and 


ELIZABETH W. RAUSCHKOLB, M.D., Cleveland 


Introduction 


In 1958 a new phenothiazine derivative, 
trimeprazine,* was introduced as a non- 


specific oral agent for the treatment of 


pruritus. Preliminary studies indicated its 
usefulness in a wide variety of itching 
dermatoses which are, according to our pres- 
ent knowledge, unrelated etiologically. The 
mechanism of action is obscure. It does 
not appear to be directly related to its hista- 
mine antagonism or to its tranquilizing 
effect.! It may reduce the perception of 
itching by the central nervous system in an 
as yet undetermined fashion. 


It has been recognized that phenothiazine 
derivatives can produce agranulocytosis 
since 1954, when the first case due to 
chlorpromazine was reported. Other toxic 
effects are epileptic seizures, symptoms 
mimicking parkinsonism, hepatitis, skin 
eruptions, and photosensitization. As each 
new derivative has appeared these toxic 
effects have occurred in varying percentages 
in all which have undergone any appreciable 
use. 


Therefore, one would not expect trimepra- 
zine to be the exception. Indeed, the manu- 
facturer clearly states in its accompanying 
literature that serious toxic effects such as 
agranulocytosis should be carefully watched 
for. However, during the nearly-two-year 
period that this drug has been available, a 
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survey of the literature reveals only two a 
reported cases of agranulocytosis.?? 
Because of two recent double-blind 
studies *? that indicate that trimeprazine 4 
may be of real use in controlling pruritus E 
accompanying widely varying disorders, it — 
may be anticipated that this drug will receive — 
widespread trial in the future. Therefore, © 
it was felt appropriate to record another . 
case of trimeprazine-induced agranulocytosis . 
with a short comment on the nature of - 
phenothiazine agranulocytosis and the type 
of patient to watch most closely when. 
employing this drug. E 


Report of Case 


The patient, a 65-year-old white woman of . 
Italian births was admitted to the Dermatology 
Service of University Hospitals on Aug. 10, 1959, - 
Her chief complaint was a generalized bullous  - 
eruption accompanied by severe pruritus. This had x 
begun in March of the same year. In May, 1959, 
she consulted a dermatologist, who made a diag- - 
nosis of dermatitis herpetiformis and prescribed - 
sulfapyridine, 4 gm. a day. She discontinued this | 
medication voluntarily after two days because of — 
dizziness and nausea. On May 26th she consulted — - 
a second dermatologist who agreed with the diag- 
nosis of Duhring's disease. He gave the patient — 
nicotinic acid, 100 mg. tid. Beginning June 19th 
the patient received trimeprazine, 2.5 mg. bid, 
for a short period. The total amount received was — 
50 mg. One week prior to admission the eruption 
became severe. 


4 










Examination upon admission revealed an ex- _ 
tensive polymorphous eruption consisting of vesicles, 
bullae, erythematous plaques, and erosions. Typical — 
psoriatic plaques were noted over the elbows, - 
the sacrum, amd the knees. (There was a 36-year | 
history of psoriasis.) At the time of admission 
there were no lesions on the mucous membranes. - 


However, two days later an erosion was noted on. 


T Referred to the Dermatology Clinic of Uni- 1 
versity Hospital by Dr. G. B. DeOreo. EC 
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the soft palate. The remainder of the physical 
; | examination was within normal limits. 

_ Laboratory examinations, including hemogram, 
a - urinalysis, chemistries, an E.K.G., and chest film, 
were normal. A skin biopsy revealed a subepi- 
al bulla filled with fibrin, many neutrophils, 
ind a few eosinophils. 

E Edi Aug. 14, 1959, the patient was placed on 
. sulfoxone sodium, U.S.P. (Diasone), 330 mg. t.i.d. 
EO Aug. 16 this was increased to 660 mg. t.i.d. By 
Aug. 18 there had been no response. A second 
dl C dn biopsy also showed a subepidermal bulla. How- 
pe L0 few acantholytic cells were noted. There- 
‘ore, considering the lack of response to Diasone 
and the clinical picture and course since hos- 


JA 
ra 


_ pitalization, pemphigus vulgaris was considered the 
. probable diagnosis. Diasone was discontinued, and 
= prednisone, 120 mg. a day, was begun. 
: s. During the next 10 days the daily dose of 
. prednisone had to be increased several times in 
an attempt to control the eruption. By Aug. 28 
_ the patient was receiving 170 mg. of prednisone a 
day. At this time she was placed on trimeprazine, 
— for the second time, 5 mg. t.i.d., and phenobarbital, 
z 64 mg. q.id. During the ensuing 214 weeks the 
patient gradually improved. Attempts to decrease 
E the dose of prednisone to any great extent during 
this period were followed by the development of 
- new bullae. By Sept. 14 she was receiving 155 mg. 
a day. 
E. On Sept. 14 a routine white cell count was ob- 
ta ined. This was reported on Sept. 15 as 1,300. A 
E Ee : showed a count of 1,500 with a differential 
-of 90% lymphocytes and 10% monocytes. No cells 
of th he granulocytic series were seen. Trimeprazine 
S. henobarbital were immediately discontinued. 
| O the morning of Sept. 16 the patient experienced 
a shaki g chill and a temperature of 386 C was 
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Neut. 

Date W.B.C. Seg Unseg.  Lymphs. 
8/10 10,444 56 8 20 
8/17 6,100 77 1 18 
8/24 11,100 86 2 12 
9/1 8,500 — is PN 
9/14 1,300 — — — 
9/15 1,500 0 0 90 
9/16 1,850 0 0 100 
9/17 1,750 0 2 80 
9/18 2,950 2 8 80 
9/19 2,650 21 26 50 
9/20 2,650 20 20 55 
9/21 6,100 71 s 0 26 
9/22 7,550 50 15 35 
9/24 8,600 52 10 11 
9/28 16,250 — — — 
10/5 4,900 — — — 

RA PA YA 11,500 81 2 14 

es 12/2 9,075 48 35 12 

Nc 

f 102 ‘ 

Ns 1 


Laboratory Determinations 
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aqueous procaine penicillin, 600,000 units I.M. b.i.d. 
were started. Throat and blood cultures were ob- 
tained which were subsequently reported as “normal H 
flora” and “no growth” respectively. The patient's : 
temperature reached a height of 40.6 C on noon of E 
the 16th. Thereafter, it promptly fell and was 
normal by the next morning. 
The total dose of trimeprazine taken during the 
second time it was given in the 18-day period prior 
to the development of agranulocytosis was 250 mg. 
Other than the chills and fever experienced over a 
one-day period, the patient apparently suffered j 
no ill effects from the agranulocytosis. During : 
the next week the white cell count gradually re- 
turned to normal levels and neutrophils reappeared 
(see the accompanying Table). | 
Prednisone was maintained at 155 mg. a day 7 
until Sept. 21 when gradual reduction was begun. 
After two days of I.M. tetracycline, the same dose 
was given orally. Penicillin was discontinued on d 
Sept. 21 and tetracycline on Sept. 23. No new 4 
bullae were noted over the next two weeks. The 
patient was discharged on Oct. 5 on 95 mg. of 
prednisone a day. She is now being followed in " 
our clinic and is asymptomatic on 30 mg. of predni- 
sone daily. She also received phenobarbital, 64 
mg. q.i.d., with no ill effect. | 


recorded. Tetracycline, 500 mg. LM. qid, and | B Sa 
i 


Comment 


The question arises as to whether the 
agranulocytosis could have been due to- 
phenobarbital instead of trimeprazine. We - . 
feel certain that trimeprazine was the of- E 
fending agent for three reasons. First, a ad 
review of the literature of severe toxic 
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ae TRIMEPRAZINE AGRANULOCYTOSIS- 
Y 

E reaction to phenobarbital** revealed only 
one possible case of agranulocytosis due to 
this drug ? although it has been in use since 
1911 and employed in countless numbers of 
patients. Rather, leukocytosis has been a 
part of the picture of most of the severe 
toxic reactions on record. Second, the 
clinical and laboratory course in our patient 
closely parallels the many recorded cases of 
phenothiazine-induced agranulocytosis re- 
ported in the seven years since the first 
drug of this series was introduced.” Finally, 
the patient has taken phenobarbital without 
adverse affect since the episode of agranulo- 
cytosis. 

There are two other reported cases of 
agranulocytosis due to trimeprazine. The 
first? occurred in a 68-year-old white 
woman with exfoliative psoriasis who re- 
ceived a total of 1,030 mg. in 54 days. The 
clinical course and laboratory findings were 
similar to the case reported here. The 
patient was on a moderate dose of triamcino- 
i lone (30 mg/day). The authors speculate 
I as to whether triamcinolone made the clinical 
` - course less severe and whether higher doses 
or a different steroid would have prevented 
the development of agranulocytosis. This 
would not seem to be the case because our 
patient was receiving 155 mg. of prednisone 
daily at the time the agranulocytosis was 
detected. 


The second case? was a 54-year-old 
woman with lichen planus. "Four tablets" 
(dosage not stated) were given daily for 
11 days. At this time the white count was 
found to be 1,200. Treatment consisted of 
transfusions, antibiotics, and steroid. How- 
= eyer, the white cell count did not return to 
f- normal levels until 42 days after administra- 
r tion of the drug was stopped. 
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The precise incidence of phenothiazine 
agranulocytosis is yet to be determined. 

One author suggests 1:700 to be a reason- 

able figure, with leukopenia occurring twice 

as often. However, there are a series of 

p cases reported which indicate that in elderly 
s = women on long-term therapy, the incidence 
1 may approach 1:150. Sex predilection seems 


Clendenning et al. 
















































to favor women in the rates of 6:1, at leas ay 
in the older age groups. Better than 90% 
of cases will occur within the first eight 
weeks of therapy.!! The number of cases | 
is not large enough at present to be statisti- — 
cally significant and the indications regard- | 

ing sex and age predilection are only 
suggestive and not absolute in the light of - 

our present knowledge. However, until such 
knowledge is available it would seem - t 
behoove the practitioner to be particular 2 
careful when employing this drug for 
more than a few days in women past 40. ` 
While the danger seems less in men and in 
the younger age groups, one should always - 
be alert for the development of any unto- — 
ward symptomatology. 7 


The mechanism responsible for the dedi 
velopment of the agranulocytic state is - 
unknown. The failure of high doses of. 
adrenal steroids to prevent or to reverse the. 
process and the inability to demonstrate | 
leukoagglutinins mitigate against an im 
munologic mechanism. In a few cases where | A 
the drugs have been readministered after |. 
the previous occurrence of granulo 
agranulocytosis occurred only after wet 
or months of therapy.'? This is proba by 
the strongest argument against an aller 
basis as the mechanism. The dose m 
relationship suggests rather a aon 
competition or depletion of an essential | 
biochemical or enzyme system. Since Eos S 
thiazines are sulfur-containing compounds, 
a metabolic competition with other sulfur- | 
containing substances is a possibility. Also, — 
the overwhelming majority of cases occur- - 
ring in elderly women suggests a possible | 
relationship to the sex steroids or lack o [an 
them in effecting susceptibility.!! ÉD 

As regards therapy, it 1s generally agreec E 
that antibiotics should be immediately in- | 
stituted regardless of whether evidence o: f 
infection exists. General supportive Ee 
should be given as indicated. Steroid 
therapy apparently has little effect in either 
a positive or negative sense. Tabulation of. 
deaths affords no evidence for or against 
its use." Certainly there seems to be k- 
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- indication for its employment in the light 
- of our present knowledge. 


Er. 
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Summary 


E A case is reported of agranulocytosis 
upon the administration of trimeprazine for 
Ea second time with a comment on the 

| - nature of phenothiazine agranulocytosis. 


A Department of Dermatology, University Hos- 
 - of Cleveland (6). 


Addendum 


. Since this paper was submitted prednisone 
_ has been discontinued, and the patient re- 
- mains asymptomatic. She continues to take 
. phenobarital 16 mg. q.i.d. for nervousness. 
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Necrobiosis Lipoidica Granulomatosis 


Necrobiosis Lipoidica Diabeticorum in the Nondiabetic 


TROY G. ROLLINS, M.D., and R. K. WINKELMANN, M.D., Rochester, Minn. 


During the past 25 years necrobiosis 
lipoidica diabeticorum (N.L.D.), as de- 
scribed by Oppenheim and Urbach and 
reviewed by others,b9/19162062* has come 
to be recognized as a distinct entity. The 
disease is a chronic granulomatous process. 
Its lesions, which occur predominantly on 
the lower extremities, consist of irregular, 
sclerotic plaques with erythematous, vio- 
laceous borders and yellowish centers. 


A condition described in 1936 !* and pre- 
sented as a separate entity in 1948 by 
Miescher and Leder is known as Miescher's 
granulomatosis disciformis chronica et pro- 
gressiva (Miescher's G.D.C. et P.). This 
is a dermatologic condition presenting dis- 
coid plaques that have an erythematous, 
violaceous border and a central yellowish, 
atrophic center with telangiectasis coursing 
over its surface. It is indistinguishable 
clinically from N.L.D., and shows some 
histologic similarities to it, but usually is 
not associated with diabetes or tubercu- 
losis.” 9.23 

We have studied in the diabetic and non- 
diabetic the clinical and histopathologic fea- 
tures of the condition heretofore classified 
in our records as N.L.D. The clinical and 
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histopathologic similarities between N.L.D. 
in the nondiabetic and Miescher’s G.D.C. 
et P. will be stressed in our report. 


Materials and Methods 
A total of 113 patients with the diagnosis of 


N.L.D. were seen over a 20-year period ending - 
in 1955. After the elimination of records with - 
inconclusive data, a total of 89 cases were left . 


for evaluation. The 89 patients were divided into 


60 diabetics and 29 nondiabetics. In each group . 


the individual was evaluated in relation to sex, age 


of onset, site and number of lesions, presence of | 
ulcerations, trauma in the history, diabetes, and - 


values for blood lipids and blood pressure. 
A histopathologic study was made in every case 
with adequate material available. There were 23 


specimens from 23 diabetics and 13 specimens from - 


10 nondiabetics. (Incidentally our experience, like — 


that of Dorn, revealed that tissue taken from the 
active edge of a lesion exhibited more distinctive 
and diagnostic histopathology than tissue taken 
from the atrophic center.) 

The patients were queried by correspondence 
regarding possible changes of condition since their 
most recent examinations. Of the 89 persons asked, 
53 returned answers. The remaining 36 were evalu- 
ated on the basis of time lapse between the onset 
of their disease and their latest examination by us. 


Findings 
In Diabetics 


Clinical: Among the 60 diabetics wth di 


N.L.D., 26 were men and 34 were women. E 


The extreme ages at onset were 6 and 53 
vears, and the average was 27.9 (median, 
28). Among the female patients the average 
age at onset had been 26.2 years (median, 


26), and among the males it had been 29.5. 


years (mediam, 30). 


Rarely do lesions of N.L.D. in a diabetic | 


appear anywhere other than the lower ex- | 


tremities (Fig. 1). 
cases the lesions are multiple and occur 
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In about half of the — 
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Fig. 1—Necrobiosis lipoidica diabeticorum in a 
diabetic. 


bilaterally. Only one-sixth of the diabetics 
could correlate the onset of the N.L.D. 
definitely with trauma. One-third had a 
history of ulceration in the lesions. 


The diabetes was moderately severe to 
severe in 52 cases and mild in 8. 


In one-fourth of the patients, skin lesions 
were noted before diabetes was diagnosed, 
the average interval being 4 years (median, 
2 years; range, l2 to 14 years). Slightly 
more than half of the patients had been 
known to have diabetes before the develop- 
ment of N.L.D. by an average of 6 years 


Fig. 2.—(a and b) Bi- 
Opsy specimens from two 
typical cases of N.L.D. 
(in diabetics). In both 
specimens the epidermis is 
normal but areas of nec- 
robiosis are scattered 
throughout the  dermis. 
Both sections show peri- 
vascular cellular  infil- 
trates. An occasional 
collection of epithelioid 
and giant cells is evident 
in b, especially near the 
hair follicle (hematoxy- 
lin and eosin; reduced 
31% from mag. X 40). 
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(range, 1 to 18 years). In 10% of the 
cases the two conditions had been diagnosed 
simultaneously. 


N.L.D. was not related significantly to 
blood pressure or blood lipid values in our 
patients, 

The course of N.L.D. in the diabetic is 
variable. In 52 patients of our series the 
lesions progressed or persisted. The re- 
maining eight patients considered their 
lesions healed, even though residual scarring 
Was present. 


Histopathologic: N.L.D. in the diabetic 
presented a distinctive histopathologic ap- 
pearance, as described by Urbach and others. 


The epidermis usually seemed normal, and 
the significant features were in the dermis 
(Fig. 2a and b). Scattered throughout the 
dermis, but especially in the mid and lower 
layers, were patches and bands of necro- 
biosis. Usually the elastic fibers in these 
areas had been destroyed. 


Perivascularly and around the necrobiotic 
areas were various amounts of cellular in- 
filtrates, which consisted of lymphocytes, 
histiocytes, and occasionally plasma, epitheli- 
oid, and giant cells. Polymorphonuclear 
neutrophil leukocytes were present if the 
lesion was ulcerated or infected. 


The blood vessels, especially those deep 
in the dermis, exhibited fibrous thickening 
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Fig. 3—Necrobiosis 
lipoidica granulomatosis 
(in a nondiabetic patient). 


of the walls and occasionally complete ob- 
literation of the lumen. 

Selective staining techniques usually were 
positive for fat and negative for mucin and 
hemosiderin. 

In Nondiabetics 

Clinical: Among the 29 patients having 
N.L.D. but not diabetes, 27 were women. In 
the two male patients the lesions had ap- 
peared first at ages 31 and 42. Among the 
female patients the ages at onset had varied 
from 22 to 56 years, the average being 38 
(median, 35). 

All 29 patients had lesions on the lower 
extremities. Only two had lesions occurring 
elsewhere on the body: one presented lesions 
on the hand; the other had lesions on the 
thigh and on the tip of the nose. In 24 the 
skin lesions were placed bilaterally and 
somewhat symmetrically (Fig. 3). 

Three patients had solitary lesions, the 
rest multiple. 

Among this group of patients without 
diabetes, only three believed that trauma 
had played some part in the origin of the 
skin disease. 

Approximately one-third of the group 
gave a history of ulceration in the plaques. 

None of these 29 patients had diabetes 
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when seen by us. Glucose tolerance tests 
were given in 9 cases, and blood sugar de- 
terminations were made in the other 20; 
the results of all were within normal range. 

Blood pressures were normal in all but 
four patients, who showed various degrees 


of hypertension. Determinations of blood 
lipids in 13 patients gave normal results 
except that in 4 the concentrations of fatty 
acids and total lipids were elevated. 
Twenty of the twenty-nine patients in 
this group responded to our questionnaire. 
In eight of them new lesions had developed 


or the old ones had increased in size. Nine ~ 


believed there had been no essential change 


in the number or size of their lesions. Three 


stated that their lesions had disappeared. ` 


Diabetes had not developed in any of the 


respondents. When the nine patients who 3 
failed to answer the questionnaire had been 


examined previously, their skin lesions had 
been present for periods ranging from 1 to 
34 years (average, 914 years; mean, 6 


years). In these nine the lesions of N.L.D. - z 


had become larger or kept the same size 
from their origin to the examination; none 
had gone away. 

According to our experience, if diabetes 
were going to develop in these 29 patients 
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it would have occurred on an average of 
four years (median, two years) after the 
onset of N.L.D. 

Histopathologic: Of the 29 clinical cases 
of N.L.D. occurring in nondiabetics, 10 
afforded 13 biopsy specimens available for 
histologic examination in this study. 

Epidermal changes were minimal; an oc- 


-casional specimen showed a slight degree of 


atrophy. As was true in the cases of N.L.D. 
with diabetes, the main pathologic features 
in the skin lesions of the nondiabetics oc- 
curred in the dermis. All specimens showed 
marked pathologic changes throughout the 
dermis, extending occasionally into the sub- 
cutaneous tissue. 

The necrobiotic areas varied in size from 
small patches to almost the complete extent 
of the dermis in the specimen. Cellular in- 
filtrates appeared as patches—some peri- 
vascular, some around the necrobiotic areas, 
others free in the dermis. These infiltrates 
consisted of various proportions of lympho- 
cytes, plasma cells, epithelioid cells, foamy 
histiocytes, and giant cells. Both foreign- 
body and Langhan's giant cells were present. 
The epithelioid cells were grouped together 
and gave the appearance of pseudotubercles 
or lesions of sarcoid (Fig. 4). In some 
instances the massing of these cells along 
with numerous giant cells gave the appear- 
ance of a foreign-body reaction. The blood 
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vessel changes, most evident in the deep 
dermis, consisted of epithelioid and giant 
cell granulomas of the vessel walls. Some- 
times the involvement of the vessel was 
severe enough to cause obliteration of the 
lumen. 

Special staining procedures were used on 
all 13 biopsy specimens. The elastic tissue 
in the affected dermis was found to be almost 
completely destroyed. When eight specimens 
were stained for mucin, seven reacted nega- 
tively and one questionably. Ten specimens 
stained for fats reacted positively; the de- 
posits appeared to be both intracellular and 
extracellular. Two specimens were ex- 
amined for iron; one reaction was positive 
and the other negative. All specimens ap- 
peared not to have double refractile bodies 
when studied with the polarizing micro- 
scope. 


Comment 


The clinical appearance of necrobiosis 
lipoidica is identical in‘both the nondiabetic 
and diabetc patients. Only age and sex, 
among items of clinical data, indicated a 
difference between these groups. Our over- 
all figures for sex incidence are similar to 
those in the literature, but we wish to point 
out the contrast between sex incidences of 
the diabetic and nondiabetic groups con- 
sidered separately: 90% of nondiabetic pa- 


Fig. 4—Necrobiosis in bi- 
opsy specimen from a non- 
diabetic patient. Note the 
epithelioid cell masses and 
giant cells throughout the 
dermis (hematoxylin and eo- 


sin; X 40). 
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NECROBIOSIS LIPOIDICA 


Distinctive Differentiating Features Between N.L.D. in Diabetics and in Nondiabetics 


EEE 
———————————————— € € a M—— ———— M ———————— ———m 


Necrobiosis Lipoidica Necrobiosis Lipoidica 
Diabeticorum (Diabetics) Granulomatosis (Nondiabeties) * 
—————————————————M—————————— M 
Features Males Females Males Females 

Sex, % 43 57 7 93 
Age at onset, yr. 30 26 37 38 
Dermal changes 

Necrobiosis Invariably present & prominent; 

“palisade granuloma” Rarely prominent 
Granulomatous areas Occasional epithelioid & giant cell Large nests of epithelioid & giant 
cells predom. 


Vascular changes 


lumen 


Endothelial proliferat., fibrosis & 
thicken., occasional obliterat. of 


Granulomatous (epithelioid & giant 
cell) involvement about & occasion. 
in vessel wall 





* This is N.L.D. in nondiabetics, identical with Miescher's G.D.C. et P. 


tients were female, but only 50% of the 
diabetic group. The divergence in age distri- 
bution was noteworthy also: N.L.D. had its 
onset at a mean age of 28 among the dia- 
betics, but the dermal disease first appeared 
at a mean age of 38 among the nondiabetics. 
The age and sex differences are significant 
clinical parameters to us (Table). 


It is upon the histopathologic differentia- 
tion, however, that the validity of the distinc- 
tion between the two entities rests. The 
histologic features of necrobiosis lipoidica 
diabeticorum in the nondiabetic were found 
to differ widely from the descriptions in 
the literature. What we saw was an epitheli- 
oid granulomatous reaction that at times 
suggested sarcoidosis, and had been desig- 
nated in other publications as Miescher's 
G.D.C. et P. Throughout the literature we 
have been unable to find an instance of 
Miescher's granulomatosis reported with 
diabetes; and in every way, those series of 
cases reported under this term have matched 
our observations of N.L.D. in the nondia- 
betic patients. We do not intend to imply 
that the phenomenon of necrobiosis does 
not occur in Miescher’s G.D.C. et P., for it 
is a finding in almost every inflammatory 
condition of the dermis; but the organized 
“palisading granuloma” characteristic of 
N.L.D. in the diabetic, with its central zone 
of necrobiosis, is not a feature of N.L.D. 
in the nondiabetic. 


Lipid usually is diminished in the pathol- 
ogy of nondiabetics. Woringer observed 
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one case with adequate amounts of lipids. 


The granulomatous vascular changes in non- 
diabetic necrobiosis are entirely different 
from the endothelial proliferation, fibrosis, 
and thickening of the vessel walls found 
in necrobiosis lipoidica diabeticorum. 


The significance of a special form of 


granuloma occurring in diabetic patients has 
not been generally appreciated. This entity 
may be caused by one agent that produces 
different histopathologic responses but simi- 


lar clinical states in the diabetic and non- 


diabetic. At present we have no means 
of producing the typical palisading granu- 
loma seen in N.L.D., granuloma annulare, 
and rheumatoid nodules. Fisher has reported 
late dermal reaction from Mantoux tests 
as presenting palisading granulomas. His 
are the only experimental or physiologic 
data known to us that indicate such a re- 
action. It might be that the histologic 


reaction to the Mantoux test in the diabetic - 


differs from that in the nondiabetic. Recent- 
ly, unusual granulomagenic reactivity to 


zirconium has been reported.!? Such sensi- — 








tivity might produce the histologic picture — - 


of necrobiosis in the diabetic. 


To simplify the nomenclature we suggest — — 


that the name necrobiosis lipoidica diabeti- E 
corum (N.I,D.), signifying necrobiotic, — 
lipoid-containing tissue, be retained for the — 


diabetic or prediabetic cases, and that the 
same clinical entity in the nondiabetic be 
called necrobiosis lipoidica granulomatosis 
(N.L.G.)—or possibly still 
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G.D.C. et P. The proposed name is similar 


enough to N.L.D. to indicate the clinical 
similarity between the two entities. 


Summary 


. Our study was based on a clinical and 


histologic review of 89 cases previously 
. diagnosed at the Mayo Clinic as necrobiosis 


lipoidica diabeticorum (N.L.D.) in the 20- 
year period ending in 1955, 

Clinically the condition appeared identical 
in diabetic and nondiabetic patients. How- 


. ever, 93% of the 29 nondiabetic patients 
_ were females, contrasting with 57% among 
the 60 diabetics; and the age at onset av- 


_ eraged 38 years among the nondiabetics, 
. contrasting with 28 years among the dia- 
. betics. 


Histologically the disease in diabetics and 


. nondiabetics was different. In the nondia- 
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betic patient, it appeared similar or identical 


E to Miescher's granulomatosus disciformis 


Chronica et progressiva (Miescher's G.D.C. 
set E). The histology of the diabetic pa- 


a tients was consistent in all instances with 
EC prior descriptions of N.L.D. 


All 29 patients diagnosed as nondiabetic 
.. had normal concentrations of sugar in blood 
and urine, and diabetes has not been known 
to develop in any of them since. We suggest 

— that this clinical entity in the nondiabetic 
be called necrobiosis lipoidica granulomato- 
sus (N.L.G.), a name suggesting its simi- 
larity to N.L.D., but also indicating its 
different pathology. 
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Radiodermatitis and Cancer 


CLARK W. FINNERUD, M.D., Chicago 


"Radiodermatitis" is accepted as the des- 


 ignation of the skin changes resulting from 


injury to this organ by x-rays, radium, and 
radioisotopes. It is unfortunate nomencla- 
ture, but, because of its long-standing usage 
and acceptance, I shall refrain from sug- 


 gesting a better name for it, although, if 


taken at face value, the term might well 
connote an inflammatory condition of the 
skin the result of overexposure to the radio 
or T.V. 

It is not my assignment to debate the 
prophylaxis of radiation effects, or to in- 
criminate procedures which were respon- 


_ sible for the reactions, although it should be 
. emphasized that the radiation responsible 


for chronic radiodermatitis as seen today 
for the most part was administered many 


-= years ago when techniques, equipment, and 


knowledge were rudimentary. Nor is it my 
task to discuss the benefits and hazards 
from the use of radioisotopes in medicine 
and industry. But it is my objective briefly 
to discuss the morphology, pathology, and 
treatment of delayed changes in the skin 
brought about by exposures to ionizing 
radiation which left lasting effects on the 
integument, and to illustrate by lantern 
slides some of the well-documented unfor- 
tunate results from the use of such radia- 
tion in the diagnosis and treatment of 
disease. 

Shortly after the introduction of roentgen 
rays as a diagnostic and therapeutic modal- 
ity before the turn of this century, Vien- 
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nese scientists noted changes in blood vessel 
linings in histologic sections which led them 
to predict that this new agent was not en- 
tirely innocuous. During this period Kaposi 
also described the effects on the blood ves- 
sels, the altered nutrition, and loss of hair. 
These findings caused the dermatologists of 


that era to anticipate possible subsequent — 


complications from the use of x-rays. 


Since that time an enormous number of | 
articles have appeared on both experimental | 


and clinical effects of radiation, and, at the 
present time, because of general interest in 
atomic energy, many new and extended in- 
vestigations are under way. 


It is interesting here to comment, paren- 
thetically, that xeroderma pigmentosum 
changes, which are genetic in origin, are 
identical with those of excessive irradiation. 


We learned long ago that excessive x-ray 
exposure to a given area is capable of pro- 
ducing an acute or chronic dermatitis, and 
that, after a lapse of a variable number of 
years, cancerous sequelae may develop in 
that area, determining factors being chiefly 
the quantity and quality of the rays ad- 
ministered. Statistics show that cancerous 
changes may develop in 20% or more of 
the cases of chronic radiation dermatitis 
after a latent period averaging 15 to 30 
years, often as early as 7 to 10 years, al- 
though some instances are on record in 
which as much as 50 years or more elapsed 
before such changes were discernible, and 
that total dosages of as little as 1,500 r are 
capable of causing such a dermatitis. From 
a dermatological standpoint, I should like 
to recall to your memory the comprehensive 
study of Dr. Sulzberger, Dr. Baer, and Dr. 
Borota, made possible by grants from the 
Biological Sciences Division of the Office 
of Naval Research and the United States 
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Atomic Energy Commission. These authors 
carried out a systematic follow-up and ex- 
amination of the 763 patients treated 5 to 
23 years previously for benign dermatologi- 
cal diseases with the quality and dosage of 
low-voltage x-rays used by accredited der- 
matologists, the fractional doses of 42.5 to 
85 r being given at weekly intervals, with 
the totals up to 1,400 r units being admin- 
istered. These follow-up examinations re- 
vealed no sequelae except for two instances 
which showed a trace of atrophy and telan- 
giectasia in individuals who had also ex- 
posed themselves excessively to sunlight. 
Some have contended that this study did 
not cover a sufficiently long period from 
the time of termination of treatment. In 


spite of MacKee's advice to limit such frac- 


tional treatment to a total of 1,200 r, it is 
now the rule with accredited dermatologists 
to consider 1,000 r the outside limit, and 
today that is seldom approached. 


As stated, before the perfection of the 
x-ray apparatus which we have today for 
the diagnosis and treatment of disease, 
and before accurate units of measurement 
and techniques, inclusive of adequate protec- 
tive measures for the operator, patient, and 
examiner were available, unfortunate re- 
sults of exposure to such radiation were 
not uncommon. Sufferers from those ex- 
posures are still seen today, as are injuries 
in some from the handling of radioisotopes. 
Among these instances of radiodermatitis, 
some have resulted from ignorance, care- 
lessness, and accidents. Many have suffered, 
patients and doctors alike. A large propor- 
tion of those damaged were not the patients, 
but physicians and dentists exposed over a 
period of years to fluoroscopic examinations 
and the taking of dental films. 


Revelations of the past few decades of 
the possible late effects of irradiation, as 
well as statements in the medical literature 
and in lay publications, often inaccurate 
and exaggerated, have so markedly influ- 
enced the layman, and possibly rightly so, 
that they have tempered the use of this 
modality to such an extent that today treat- 
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ment of benign dermatological diseases, 


such as acne vulgaris, eczema, psoriasis, 
etc., is gradually fading out, and at least has 


greatly diminished. There are those who . 
contend it should never be used in benign 


inflammatory disorders. Practically all pa- 


tients with chronic radiodermatitis seen by © 


the dermatologists today are referred cases 
and not those of his own misfortune. Ac- 


credited dermatologists today tend to resort — | 
to the use of this valuable therapeutic agent — 
chiefly when other measures fail; and then  . 
use it with a wide margin of safety—i.e. in — 
dosage much below that accepted as safe. . 
It is conservative to say, generally speaking, — 
that radiotherapy today carries a minimum. 


of risk, virtually none, as practiced by qual- 


ified dermatologists and radiologists, all  - 
highly trained individuals who have become 








diplomates of their respective American  - 


Boards by fulfilling the rigid requirements. - 
knowledge, 
judgment, and conscience must be his guide, |. 
because “The Board" is not standing along- — 
side of any given diplomate while he is — 


Admittedly, however, one's 


giving an x-ray treatment. 


Among Procedures Which May Result 
' in Radiodermatitis 


1. Excessive single or cumulative, fractionated 


irradiation of benign diseases (acne, eczema, . 


psoriasis, etc.). 

(a) Due to ignorance or irresponsibility 

(b) Due to errors of calculation, faulty 
equipment, etc. 


2. Excessive single or repeated diagnostic roent- - 


gen examinations (bladder and kidney stones, 
sinus investigations, chest and heart condi- 
tions, etc.). 

(a) and (b) Same as above 


3. Late effect of excessive irradiation of he- 


mangiomas, plantar warts, etc. 


4. Excessive exposure of personnel (techni- 


cians, doctors, etc.) in administering treat- 


ments or handling radioactive substances. 
Inadvertent exposure of areas distant from 
the intended treatment (insufficient protec- 
tion). 


on 


6. Repeated exposures administered by non-  - 


medical personnel for hypertrichosis, shoe- 
fitting, etc. 


7. Cancerocidal treatment of external cancer s 


(calculated risk). 
8. Postoperative irradiation of gland-bearing 
areas (calculated risk). 


113/545 





y d H 
OE oe | EADE y T a Tn 
* al k P 


p. 
p 





, 9. Irradiation of gland-bearing areas in leu- 


. ciated with ulceration. 
- may be detected in sections within less than 


losis, edema, 
- - prickle cells, and liquefaction degeneration 
.. of the basal-cell layer, while in the cutis 
^. there occur varying degrees of edema; 


kemia, Hodkgin's disease, etc. (calculated 
risk). 


Morphology and Pathology 


Disregarding the occasional very evanes- 


. cent early erythema which can appear with- 
- in a day or less, and which is of no future 
- significance, acute radiodermatitis, which 


appears at 9 to 12 days, may result from 
planned justifiable treatment of either cer- 


. tain or probable superficial or deep-seated 


malignancies, or from carelessness or acci- 


_ dents. Depending on the intensity of the 


irradiation, this dermatitis may be purely 
erythematous, appearing and  subsiding 


. early, or vesicular on erythematous skin, or 


with swelling and greater redness associated 


— with weeping and a denuded epithelium. It 


appears to subside completely, but gradually 


. eventuates in the gross and microscopic 
= changes which characterize chronic radio- 


dermatitis. 
- The histologic findings vary according to 


E the degree of reaction, from the changes 


seen in the acute erythema to those asso- 
Vascular changes 


a week after irradiation, and within one to 
two months proliferative changes may be 
evident, especially in the intima of the cap- 
illaries and other small vessels. 

In the epidermis the essential microscopic 
findings are parakeratosis, with or without 
shedding of the horny layer; hypergranu- 
! and vacuolization of the 


vascular dilatation; cellular infiltration, 
especially around the blood vessels and ap- 
pendages; degenerative changes of the 


appendages, especially of the sebaceous 


glands, and increased melanin in the chro- 
matophores. 

Chronic radiodermatitis próduces changes 
in the. skin which are important because of 
disfigurement, altered function of the parts, 
painful ulcerations, and, most important, 
because the damaged tissue is an area of 
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possible cancerous degeneration. The mor- 





phology is based on its pathology which- 


causes altered nutrition, with resulting atro- 
phy and sclerosis, associated with but feeble 
effort at repair. The degree of susceptibil- 
ity of different tissues varies greatly, and 
hence the morphology is polymorphous. All 
radiation affects cells in an inhibitory man- 
ner. Therefore, the changes are those of 
lowered cellular function and lowered nu- 
trition. This may be severe enough to go 


on to complete death of the cells and parts, - 
resulting in necrosis and ulceration. In it, 
therefore, clinically one may find, depending 


on the severity and duration of the process, 
atrophy with obliteration of the normal skin 
lines, telangiectasia, a mottling of freckle- 
like pigmentation with areas of depigmen- 
tation, sclerotic plaques, keratoses, and 
subsequently necrosis, ulcers, and basal- or 
squamous-cell carcinomas. Comparatively 
rarely have sarcomas and other malignan- 
cies been recorded. 

Histologically, the epidermis shows atypi- 
cal cytologic features and may be atrophic, 
proliferated to the extent of tumor forma- 
tion, or ulcerated. Here, as in the cutis, 






there are varying degrees of hyperpigmen- © 


tation. In the cutis there is a striking de- 
gree of fibrotic thickening of the vessel 
walls and occlusive changes in their lumena 
(an obliterative endarteritis), along with 
homogenization and fibrosis of the connec- 
tive tissue in the deeper portions, and rarefac- 


tion of the collagen in the upper. The elastic 


tissue and the appendages show alterations 
ranging from mild degenerative change to 
complete destruction, depending on the se- 


verity of the process. Telangiectasia and — 


basophilic staining of connective tissue 
fibers may be marked or practically absent. 
The sweat glands are most resistant and 
are, therefore, an excellent index of the 
degree of radiation injury. Keratoses and 
ulcers may develop a variable number of 
years after the onset of the dermatitis and 
epithelial tumors may be either basal-cell 
or any grade of squamous-cell in type. The 
latter, when in situ, may present the histo- 
logic picture of Bowen’s disease. 
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Probably less than a quarter of patients 
= with chronic roentgen dermatitis develop 
keratoses and/or epitheliomas subsequently, 
E and, contrary to the conclusions of some of 
~ my colleagues, it has been my experience 
that resultant carcinomas of the face, unlike 
: those of the hands, feet, and mucous mem- 
. brane surfaces, more commonly prove to 
_ be basal-cell than squamous-cell in char- 
Er" acter. 


Treatment 






. Treatment of acute radiodermatitis is 
essentially that of any acute or subacute 
. dermatitis, even though the dermatosis 
-~ eventuates in the changes of chronic radio- 
dermatitis. The average case of chronic 
i radiodermatitis can best be managed by the 
3 dermatologist. Cosmetically it is often im- 
k portant to treat these, the telangiectatic ves- 
= sels being removed by electrolysis, and the 
= hyperpigmentations and superficial kera- 
= toses with carbon dioxide snow, acids, elec- 
trosurgery, or similar therapy. The more 
advanced keratoses and early epitheliomas 
may be removed electrosurgically under 
local anesthesia, with calculated risk of 

= scarring. It is of paramount importance to 
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: “4 ER E 
remember that when a bres area dias ben — 
damaged by irradiation, there is no way of- E 
knowing clinically where the cancerous foci 
may be, in the absence of elevation, indura- — 
tion, and ulceration. Therefore, one should _ 
attempt, if possible, to remove all ier 7 
damaged tissue, so that no new areas wills 
subsequently become active. Biopsies are - 
essential for all clinically definite or even | 
suspected carcinomatous lesions. Generally — E 
speaking, unless the dermatologist is also’ a : 
skilled surgeon, all larger lesions found to 
be squamous-cell in character should be | 
referred to the surgeon. The same applies <3 
to all cases requiring extensive repair, re- 

gardless of the types of lesions encountered. — 
The dermatologist should not be reluctant to — 
seek the invaluable help of the skilled plastic 4 
surgeon. Consideration must also be given — 

to prophylactic excision of lymphatic glands w 


in draining areas when proven squamous- 


- ° NO 
cell carcinoma is present. TE 


I am indebted to Dr. Brunsting, Dr. Figi, and T 
Dr. Montgomery of the Mayo Clinic, Dr. Michel- .- 
son and Dr. Lynch of the University of Minne- E- y 
sota, and to Dr. James Herbert Mitchell, for many = 
of the lantern slides. 
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-= Eccrine Poroma Associated with Bowen’s Disease 


THOMAS W. DARNALL, M.D., and COLEMAN MOPPER, M.D., Detroit 


Eccrine poroma was first described by 
Pinkus in 1956.! Five cases were presented 
fulfilling the criteria for a tumor of the 
intraepidermal sweat duct unit. Since that 
time Dugas et al.? presented a case in 1957, 


and Knox and Spiller? presented two cases 
in 1958. 


We wish to report a case of eccrine 
poroma associated with Bowen's disease. 


Report of a Case 


An 83-year-old white woman, confined to her 
home because of a hip fracture, gave a history of 
a growth on one of her toes of at least three 
months' duration. There was a history of a scratch 
or trauma preceding the growth. 


On physical examination, there was a gran- 
ulomatous, pedunculated growth approximately 1 
cm, in diameter, located on the lateral surface of 
the right little toe. The clinical impression was 
granuloma pyogenicum, but the possibility of mela- 
noma and squamous-cell epithelioma was enter- 


Submitted for publication Jan. 12, 1960. 
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tained. The lesion was excised and the specimen 
sent to Dr. Hermann Pinkus. The following is 
his pathology report: 

"The sections show typical changes of Bowen's 
disease (precancerous dyskeratosis) in the thick- 
ened epidermis. The corium produces a cellular 
and highly vascular stroma, so that the entire lesion 
is somewhat papillomatous. To make it even more 
unusual, there is yet another type of epithelial 
proliferation at one corner and somewhat below 
the dyskeratotic epidermis. This is a nice eccrine 
poroma with slit-like lumina. It consists of distinc- 
tive small, evenly sized cells which contrast sharply 
with the highly irregular cells of the dyskeratotic 
epidermis. One can find points in the section where 
all three types of epithelium (normal epithelium, 
Bowen's disease, and eccrine poroma) meet in one 
point with absolutely sharp borders. There is no 
evidence of invasive malignancy." 


Comment 


The clinical and histological features of 
eccrine poroma were described in detail by 
Pinkus* and again reviewed by Knox.’ 

Clinically, all of the reported lesions have 
been 2-12 mm. elevated papules, with three 
lesions noticeably pedunculated. In only 
one case was ulceration of the lesion pres- 


Fig. l.—Section show- 
ing (a) normal epithelium, 
(b) eccrine poroma, and 
(c) Bowen's disease. Re- 
duced approximately 1696 
from mag. X 50. 
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ent. All cases have occurred on the non- 
hairy parts of the feet—plantar and lateral 
aspects. The duration of the lesions before 
treatment has varied from two months to 
seven years. No cases have been reported 
in persons under 40 years of age. The most 
frequent clinical diagnosis has been pyo- 
genic granuloma, with fibroma, melanoma, 
and superficial epithelioma being considered 
in others. Knox and Spiller reported one 
case diagnosed both clinically and pathologi- 
cally as eccrine poroma. 

We would like to reemphasize that 
eccrine poroma histologically is easily mis- 


Fig. 3.—Bowen's dis- 
ease showing highly ir- 
regular cells of the 
dyskeratotic epidermis. 
Reduced approximately 
16% from mag. X 50. 


Darnall—M op per 


Fig. 2.—Eccrine po- 
roma, showing distinctive, 
small, evenly sized cells. 
Reduced approximately 
16% from mag. X 50. 


taken for basal-cell epithelioma. The sec- 
tions of two cases, recently reported as 
basal-cell epithelioma of the sole,* later 
were presented to the Clinicopathological 
Conference of the American Academy of 
Dermatology and Syphilology (Chicago, 
December, 1957) and were diagnosed al- 
most unanimously by the panel as being 
eccrine poromas.? One of these lesions was 
3 cm. in diameter. In addition to basal-cell 
epithelioma, the parenchymatous type of 
seborrheic verruca, and, particularly, irri- 
tated lesions simulating the Jadassohn type 
of intraepidermal epithelioma may resemble 
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Summary 


The first case of eccrine poroma associ- 
sen with another neoplasm (Bowen’s dis- 

€ ea se) is reported. 

A review of the clinical features and 

iste differential diagnosis is briefly 

discussed. 
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A Dermatologist Excoriates Bits 


and Even Smaller Bits of Music A 


LEON GOLDMAN, M.D., Cincinnati 


| Many dermatologists are interested in the 
f vivid portrayal of diseases of the skin in 
the graphic arts and in sculpture.* There has 
been some interest, but not as much, in the 
more difficult task of the equally narrow- 
minded search for dermatology in the 
: written word. Unfortunately, there will be 
. . only a superficial removal, without censure, 
. of material from various forms of world 
. literature, and even a more superficial ex- 
A — coriation of some phases of music, especially 
" . modern music. Although the desire of this 
dermatologist is to know something about 
that which may be called, popularly, non- 
E dermatologic culture in literature and music, 
k yet through training as a technician and 
shallow superficial interests, and an inade- 
E quate knowledge of many languages, includ- 
: ing English, according to many editors, he 
is eminently unqualified to attempt this task. 
It is of interest, of course, to read what 
- . literary men have thought about diseases of 
skin in ages past and present. 
| To attempt to make such a report of more 
interest, pure textbook material, no matter 
how great it is of literary value, will not be 
reviewed. This is unfortunate, for in the 
( Middle Ages especially, it was difficult to 
separate literature of cultural interest to the 
learned person from the pure medical text 
E of interest primarily to the physician. Nor 
wil we concern ourselves too much with 
the great amount of material about the 
doctor himself, which includes relatively 
little about dermatologists. Perhaps in such 
literature there would be something about 
diseases of the skin, such as in Grotjahn's 
“Ärzte als Patienten," ? or Pinner and 
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Miller’s fascinating book, “When Doctors — 
Are Patients,” 3 which Benjamin F. Miller 
wrote when he had pulmonary sarcoidosis. | 
This in unfortunate, perhaps, because in. 
the latter book we will miss the knowledge 
of Dr. Sigerist’s own parapsoriasis and his. 
remark about therapy for this, “The best 
one can do is to forget about the disease a 
and ignore it completely.” Many of you are. 
aware also that in this book the dermatole a s 
gist, Norman Goldsmith, wrote with great . 
feeling about his difficulties with multiple | 
sclerosis. Unfortunately, also, we shall not E 
concern ourselves with the poetry which has - E 
been written specifically, mostly in envy, 4 
about the dermatologist. One of these is E 
the famed, Es 
The skin man never is aroused hé 
as breaks the morning pale, E. 
By vehement parturient o3 
or ailing infant's wail . E- 
Was this composed by Walter Hyities] F: 
Also, there is the recent one by Richard & 
Armour, aH 
And both of them when torn from did. 
Or when a meal is missed asked, Eu 
Why did I not choose to be a dermatologist? ^ TQ. 
Nor will we include the famous storyteller, È 
Sholem Aleichem, of 100 years ago, bard 
wrote in dermatologic terminology, “Life is 
a blister on top of a tumor, and a boil on™ ( 
top of that." Then he added, fortun itely ee 
as his stories prove, “Laughter is good 1 for. | 
the health, the doctors recommend laugt | 
It should be of some interest, à: we 
muddle along, to try to find out what p c: ET 
cal use of their old lectures in dermatolc log gy, 
physicians who turned later into lite: feral -y 
greats made in their works. There were e men 
like Lucretius, Rabelais, Oliver Goldsr mi ith, t 
John Keats, Oliver Wendell Holmes, V Wang | 
Wei, Juan Diaz Covarrubias, Manuel / 


cu na 1, 





Cenan Doyle, W. Somerset Maugham, 


— Mokichi Saito, and many others. 


Did the fact that a great writer was also 
a patient influence his writings about medi- 
cine? Such a man was, of course, Molière,” 
who had a chronic illness—pulmonary 


tuberculosis with hemorrhages, or, according 


to some uncharitable physicians, a syphilitic 
aneurysm. Merciless Moliére pricked often 
and effectively the pompous physician, and 
said relatively little about the disease. An- 
other patient with tuberculosis, Robert 
Louis Stevenson, was more lavish in his 
praise of physicians. 

It is quite fitting and proper then, that 
we go directly to the Scriptures.*® This 


= great Book provides not only excellent 


source material for our quest, but also may 
serve to explain the long-felt stigma against 
diseases of the skin. Brunsting, with his 
great knowledge of the Bible, and Zakon, the 
scholar, should be the ones to review this 
subject. The concept of uncleanliness as 
regards what was considered as infectious 


diseases of the skin, repeated so often in 


the Bible, has made even professional peo- 
ple, such as the untrained physician and the 
untrained nurse, afraid of diseases of the 
skin, and they show this fear and disgust 
to the already disturbed patient. The foun- 
der of public health medicine and the Father 
of Preventive Medicine, Moses, was con- 
cerned with diseases of the skin, as refer- 
ences indicate. The physician of the Bible, 
Saint Luke, has been portrayed in modern 
literature by Taylor Caldwell's "Dear and 
Glorious Physician." !? She wrote with 


considerable love and devotion about the 


Greek, Saint Luke, who had studied medi- 
cine in Alexandria, and who ventures to 


. disagree with the treatment of Caesar's 


eczema, and also adds that "oily unguents 


only increase the natural infected oils con- 
tained in pimples," and adds, "I prefer a 
paste of water, flour, and sulphur applied 
after a strenuous washing with strong soap 
twice a day." 

In the Bible, itself, how much information 
about the lesions and also topical therapy is 
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available? Controversy has arisen about the 
meaning of the word, "Zaraath." This has 
been translated frequently as leprosy. There 
is objection in that it indicates any type of 
scaling lesion of the skin. There are many 
references both in the Old and New Testa- 
ments to leprosy. Perhaps the most exten- 
sive is the well-known Chapter 13 of 
Leviticus. The specific diagnosis of lesion 
as regards depth of the lesion, the color 
change, and associated color change of the 
hair in the lesion (white—bad prognosis), 
are of considerable importance. Also, “raw 
face 1s unclean." There is some admission 
as to uncertainty of diagnosis when the 
lesions are not deeper than the skin and they 
are of dim color, and they may be spread- 
ing when they have a scab in them. The 
condemnation of being unclean is set forth 
so strongly. 

All the days wherein the plague shall be 

in him, he shall be unclean. He is unclean, 

he shall dwell alone; without the camp 

shall his dwelling be. 
Quarantine periods are determined in multi- 
ples of seven days. Detailed cleansing 
routine are recommended, not only for the 
lesion, but also for the patient's lodging and 
his clothing. It must be admitted that the 
description is not specific of any particular 
type of skin lesion. As it 1s often indicated, 
such lesions could be anything from psoria- 
sis to a pyodermic infection. The fact that 
the lesions were apparently contagious 
(always?) would appear to rule out psoria- 
sis. The absence of specific reference to 
lack of sensory disturbances in the lesion 
is unfortunate. The emphasis on associated 
color change in hair is of great interest in 
relation to the depth of the lesion and the 
involvement of the pilosebaceous apparatus. 
Irrespective, then, of the specific diagnosis, 
the concept of public health measures to 
modern medicine is perhaps a great contri- 
bution of these references in Leviticus. The 
other references in the Bible are concerned 
with individuals who had been smitten with 
leprosy or those who have been touched 
and made clean by Jesus: Exodus 4, v.6— 
leprous white as snow; Numbers 5, v.2— put 
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out lepers; Deuteronomy 24, v.8— plague of 
leprosy; II Kings, 5, v.14—a leper—wash 
in Jordan seven times and became clean, 
5, v.27—a leper white as snow, 15, v.5— 
And the Lord smote the king, so that he 
was a leper until the day of his death, and 
he dwelt in a house apart. In II Chronicles 
26, v.20—leprous on forehead; Saint Luke 
5, v.13—Jesus touched and made clean; 
Saint Matthew 8, v.3; Saint Mark 1, v.40, 
and Saint Luke 16, v.20—Beggar Lazarus, 
full of sores. ( There is no proof that he had 
leprosy, however). These references show 
then, Christ as a Healer and lend proof to 
the concept of the spiritual "Father of 
Medicine" as Jesus of Nazareth.?* 


The next phase of dermatology is, of 
course, the troubles of Job. When “Satan 
smote with sore boils from the sole of the 
foot to under his crown,” he started a chain 
reaction of discussion which has persisted to 
the present day. First, there is the great 
interest in the exact type of generalized 
corruption which Job had. The Bible in- 
dicates that it was probably pruritic, because 
Job had to use a potsherd, that it was 
crusted and hemorrhagic, "My skin is black 
and falleth from me,” and it was recurrent. 
One may interpret, “clothed with worms” as 
secondary infection or, perhaps, even as 
secondary myiasis. The artists of the Mid- 
dle Ages were no great help, for each de- 
picted Job with the particular skin disease 
in which he had interest. Some of the 
woodcuts had such gloomy prognoses as 
Benedic Deo et morere! Anyway, it is 
easier to consider his misery as boils. But 
the theologian is also concerned with Job, 
for Job's eternal cry, "Why did this happen 
to me?" As part of this continued search 
for the meaning of suffering and the in- 
justice of the world, we have now the 
Pulitzer Prize play of Archibald MacLeish, 


“J.B.” Even the dermatology of the Book 


of Job colors this powerful drama of J.B., 
the modern businessman. There is the 
rosaceal pustule of Mr. Zuss, the phrase of 
the sardonic Nickles, "scraping the boils of 
Job." Finally, of course, the postradiation 


Goldman 
`~ 


blisters of J.B. which soon became “pustu- - 
lent." And Mrs. Murphy adds: 3 
It's always strange the heart is, only 
Its the skin we ever know. 
There are other references to dermatology — 
in the Bible, especially the plagues in Egypt: | 
Exodus 9, v. 9—and shall be a boil break- 3 
ing forth with blains upon man and upon EU 
beast. x 
Blains—a type of swelling; sometimes called d 
black leprosy a type of elephantiasis (Dies 3 
tionary of the Bible’) pyoderma with - 
cellulitis ? E 
Deuteronomy 28, v. 27—The Lord will q 
smite thee with the boil of Egypt, emerods, E 
and with scab, and with the itch, whereof 
thou canst not be healed. : 
Was the boil of Egypt cutaneous leishmania- 3 
sis? scabies? Emerods are, of course, hemor- 
rhoids. 3 
Deuteronomy 28, v. 35—The Lord shall x 
smite thee on the knees, and legs, with a 
sore boil whereof thou canst not be 
healed, from the sole of thy foot unto 
the crown of thy head. E 
Bad prognosis; disseminated like  Job's. E 
It is of interest also to consider what - ; 
topical medications were mentioned in they 
Scriptures. à 
Genesis 37, v. 25—4A caravan of Ishmael- D 
ites came from Gilead with their camels | 
bearing spicery and balm and laudanum. m 
Genesis 43, v. 11—and carry down the man 1 
a present, a little balm. 


Now, with these indefinite references to a — 
balm from Gilead, a country on the east of 
Jordan, much has been made of the virtues | 
of a Balm of Gilead. According to Zwick,* 
Josephus stated that Balsam Gileadense, the — 
Opobalsamum tree, was grown in the neigh- _ 
borhood of Jericho. The Queen of Sheba is | 4 
supposed to have brought this to Judea when | à 
she visited Solomon. At present, Balm of — 
Gilead is used by advertising medicine men 5 
from the old Medicine-Man shows to current _ 
magazines. * 

It is interesting to know the formula of. E 
that holy anointing oil ( Exodus 30,.v. 2392 
pure flowinf myrrh, 500 shekels; wel | 
cinnamon, 250 shekels; sweet calamus, 250 . 
shekels; cassia (or costus), 500 shekels; . 
olive oil, 1 hin. One shekel is equivalent to - 
15 pounds and one hin to 514 quarts. It is . 
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. important to note also, that the Messiah 
- means anointed and in Greek, Christ. How- 
- ever, the Bible adds, 
: Ecclesiastes 7, v. 1—A good name is better 
than precious oil. 
mt The origin of the fig poultice used even 
3 some years ago for boils is shown: 
~~ Isaiah 38, v. 21—cake of figs, lay it for a 
— . plaster upon the boil and he shall recover. 

— Cleansing with sodium carbonate is men- 
- tioned: 
| -~ Jeremiah 2, v. 22—for though thou wash 
E. thee with nitre, and take thee much soap. 
- There is also a pertinent note for the 
t. Jae 
Ecclesiastes 10, v. 1—Dead flies make the 
ointment of the perfumer fetid and putrid; 
»- So doth a little folly outweigh wisdom 
- and honour. 


rE 
a 


It is with regret that we turn from the 
- sources of the Great Book with full knowl- 
— edge that it was diseases of the skin that 
- enabled Moses to proclaim, for the first time 
E in history of mankind, concepts of public- 
= health-control measures. 
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E. Are there specific references to leprosy 
- after the time of the Bible? With the 
: - Greek's concept of the ideal of beauty, one 
- would not expect to find much about leprosy 
Grecian literature. The Greeks did give 
“us lepra (lepros—scaly), which could mean 
=- psoriasis. MacArthur! indicates that the 
E better term of elephantiasis, thickening and 
- corrugation of the skin, did not become 
popular. Therefore, it is not strange that 
_ those unfortunate terms of "lepra," leprous," 
- and “leprosy” were applied to so many 
— diverse skin reactions. Gron,!® of Oslo, has 
- written in the Handbuch der Haut- und 
- Geschlechtskrankheiten about leprosy in 
literature and art. He mentions some strik- 
| A ing examples, as the ungrateful leprous king 
E- in one of the stories of "A Thousand and 
E Nights." There were references to 
fg E pros of the poem of Hartmann Von Aue, 
- (1190-1300) “Armen Heinrich”; “Poor 
- Henry" is still a popular subject even today. 
Another reference in poetry was Konrad 
- Von Wurzburg's (1287) “Der Welt Lohn." 
- Tn later literature, there is Henry Bataille’s 
“Ta Lepreuse," with the fearful character 
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of Mother Tilli, who deliberately infected 
people. The supposed deliberate infectious- 
ness of the drinking glass from "unreinen — — 
Lippen" was the theme. This play was E- 
performed in 1896, first in Paris, then in 
1900 in Oslo. Later this was made by 
Lazzari, in 1912, into a Wagnerian type of 
opera. MacArthur 14 mentions the old 
nursery rhyme, 

Hark! hark! the dogs do bark. 

The beggars are coming to town. 
This may refer to the time when those with 
leprosy, so-called, were allowed to beg from 
town to town. Wittkowski !* in “Les Mede- 
cins au Theater," mentions “Le Medecin de 
Robbe” (Dorimond in 1692). 


Ma foy, je pourrais bien, o valet de bourreau 

Etriller d'un báton la lépre de ta peau. 
Gron! cites also, the novel of Xavier de F 
Maestre, “Le Lepreux de la Cite de Aoste.” 
In 1925, Balbo translated this story into 
Italian. In recent times, Maugham’s “Moon 
and Sixpence” (1919) had attempted to 
show that Gauguin had leprosy, so color- 
fully portrayed on television by Laurence 
Olivier with the help of an imaginative 
make-up man. With great justice did the 
patients at Carville object to this “entertain- 
ment? (so-called by N.B.C.). Actually, 
from a review of Gauguin’s life, he had, in- E 
addition to his syphilis, congestive failure (e 
and eczematous stasis dermatitis. It is 
questionable whether he did have any | 
leprosy or whether this was a prejudice 4 
developing from his “going native.” We 
will not review those books which have been 
written by patients with leprosy, such as 
religious and others, and which detail their _ 
conflict in a world which regarded them 
as unclean. 

Today we have no counterpart of a group 
of travellers, colorful stagecoach westerns, 
or smoking-car sagas producing a series of 
stories similar to those of the 29 or 31 pil- 
grims traveling to Canterbury in the 14th 
Century, Geoffrey Chaucer’s “Canterbury 
Tales.” Similar in idea, and perhaps less 
vulgar in stories, is Boccaccio's "Decame- 
ron" —this was 10 days of telling stories by 
a party of young ladies and young gentle- 
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men fleeing to a country house to escape 
black death in the city. Well read in the 
medical lore of his time, Chaucer showed 
= his knowledge in the stories of the pilgrims 
who traveled from London to Canterbury. 
If professors of English, like Walter Clyde 
Curry,!? have written, and written well about 
Medicine of Canterbury Tales, then it is 
quite proper for a dermatologist to write 
about Chaucer. And dermatologists, for 
some time, have been interested in this, 
especially in the troubles of the Somnour. 
This reprehensible character, who acted as a 
sort of constable attached to an ecclesiastical 
court, preyed on the poor and ignorant and 
accepted bribes. Chaucer took out his dis- 
gust on this character by giving him a severe 
acne rosacea described powerfully in lines 
of the language of the tales, a language 
half-way between Anglo-Saxon and our 
French language of the court. These lines 
have been quoted often by dermatologists 
and will not be repeated here. This de- 
scriptive dermatology is much different 
from the soft quality of the opening lines 
of the Prologue of Canterbury Tales.’ 
q When that Aprille with his shoures soote, 
The droghte of March hath perced to the roote. 
And bathed every veyne in swich licour... 
Curry !* indicated that the Somnour was 
afflicted with “gutta rosacea which has al- 
ready been allowed to develop into that kind 
— . of leprosy called alopecia.” Comments on 
= this patient have been made already in 
k dermatologic literature by Grant,?? Weiner,?! 
« and Rostenberg.?? 





* | Chaucer, himself, was portly and ruddy- 
E faced, even as was his Frankeleyn (country 
squire). 
(331) of his complexioun he was sangwyn 

Wel loved he by the morine a sop in wyn; 
Chaucer's cook had a disturbing eruption: 
(386) That on his shyne a marmal hadde he. 
Now, this unkempt fellow, in addition to 
his fetor ex ore and his ability to tell vulgar 
stories, had this marmal or malum mortuum, 
supposedly a dry scabbed ulcer. Was this 
just a type of pyoderma or a gumma? 
Curry 18 indicates that this dry scabbed 
lesion is “produced by corruption in blood 
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of natural melancholia or sometimes melán- 

cholia combined with salsum phlegma." 
Chaucer's Millire (554), 

Upon the cop right of his nose he hade 


A. werte, and theron stood a toft of herys. 
Reed as the brustles of a sowes erys; 


Actually, the description suggests a hairy $ 
nevus. With the other descriptions of. 
this man's face, especially the nose, "an . 
indicator of character," it is evident that . 
Chaucer was interested in the so- Me 
science of physiognomy. This, based « 
astrology, is supposed to relate the vani 
moles, and other natural marks on the face E 
to celestial bodies. Also, the lusty Wyf of — 
Bath was an excellent study for the medie- - 
val astrologer with her "prente of seynte 3 
Venus seel” and: t 


"Yet have I Martes mark up-on my face 
And also another privee place." T 


These appear to be types of angiomas, but — 
they and their location are more than vascu- - 
lar structures to those who would fix up her 
horoscope and could thereby explain v 
Dame Alisoun, aged 40, selects Jenkins the _ 
unsophisticated clerk of 20 with “excellent - 
shape of leg” to fill the recently vacated 
place and to take up the labors of her fourth | : 
husband who has just been packed off to di 
the churchyard.!? Perhaps not all people E 
with skin diseases told off-color stories in  . 
the “Canterbury Tales," but Chaucer used _ 
diseases of the skin as a great mark of  - 
undistinction. Our learned attending phy- | 
sician to the pilgrims, Doctor of Physiks  . 
in the "Canterbury Tales," did not get off  . 
unscathed. 


(422) He was a verray, parfit praktisour E 
(438) His studie was but litel on the Bible P. 
(443) For gold in phisik is a cordial E 
Therefore, he lovede gold in special 
Fortunately, his well-read critic writes little - 
of the dermatologic knowledge of this doc- 
tor. 
Edmund Spenser, in the 16th Century, : 
wrote his great narrative poem, “Faerie R- 
Queene." Scalp diseases creep into this great — 
epic poem. T E 
VIII, 47 Her craftie head was altogether bald, 
And as in hate of honorable old, : 


Was overgrowne with scurfe and filthy B. 
scold ; E. 








T 
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- Was this a description of favus of Irish 


E. S origin? Unfortunately, this is a fearful 


_ description of a loathsome old woman, 


q Duessa, copied by Spenser ® from Lodovico 


— Ariostos Alcina in 


"Orlando Furioso,” 
3 


written between 1498 and 1530. 


— skin diseases and sores." 


John Milton (1608-1674) wrote great po- 
etry often full of medical lore. Svendsen ?* 
has reviewed this and indicates he had a 
"special fascination for the pathology of 
Svendsen attributes 
Milton's knowledge of medicine of his time 
to authorities such as Bartholomew, Batman, 
and LaPrimaudaye. It is regretted that 


1 literary men of the modern times have to 
_ depend for their medical lore on Time and 


- 


Reader's Digest, some newspaper columnist, 
or a commercial television artist. 


Milton searched for similarities between 
the ills of the human body and ills of the 


— body politic. He wrote about skin diseases, 
tumors, and even venereal pox. In “Réadie 


É. and Easy Way” 


VI, 139, we find mange 
AN Prolusion), scurgfe of superstition ( Eicko- 


E i -noklastes), universal Rotteness and gangrene 


= 
Pi 
- 


(Of Church Discipline), spiritual leprosy 
(Considerations touching the likeliest means 


to remove hirelings out of the Church), un- 


E sightly bruise (Of Church Discipline), 


-~ ruid and orifice of sore (Reason of Church 
— Government), sore (Animadversions), puff- 


ed-up tumor of a man (Pro Se Defensio), 
. huge and monstrous wen, and “thou canst 


no good thing in thee but a heape of hard, 
E. and loathsome uncleanliness" (Of Church 


` 


e 
ED. 
D" e 


t 


Y 
v 


Discipline). So, even the most exalted of 
poetry then had considerable descriptive 
features of dermatology. Another great 
English poet who was also a physician, 
Oliver Goldsmith, wrote no dermatology in 
any elegy. 

What was the impact of the development 
and spread of syphilis on the writer? When 
syphilis was so widespread and so severe, 
it would be strange if it were not described 
often in works of literature and art. It is 
not proposed here to enter into the contro- 
versy as to the origin of syphilis, except to 


. add there is nothing in literature of the 
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specific nature of clinical syphilis; ay 
to Holcomb,” before the discovery of 
America. He is correct in that he states 
when the epidemic features of syphilis 
faded, gonorrhea also was included as lues 
venerea. If pure medical literature was not 
detailed enough before Ulrich von Hutten 
and others to differentiate between syphilis 
and other diseases, how can we find any- 
thing specific in nonmedical literature? 
Because of the importance of the subject, 
we may relax our stringent requirements 
as to what literature shall be reviewed 
and include, briefly, Fracastoro’s poem on 
syphilis, “Syphilis, Sive Morbus Gallici" 
(1530).?5 Gieronymus Fracastoro was young 
and at Padua studying classics and mathe- 
matics when he wrote the poem. How much 
medicine he practiced, we do not know, but 
we do know that his poem had a terrific 
emotional appeal at that moment in history 
when syphilis was spreading so widely. As 
you all know, the poem, besides showing 
in detail the symptomatology of syphilis, 
gave for the disease a descriptive term which 
transcended all narrow insults of national- 
ism, “He baptized with a terse name that 
new scourge.” ?* 
Book III, (288) Syphilus (ut fama est) ipsa haec 
ad flumina pastor, 


“Syphilus, a shepherd (so runs 
the tale), . . ." 

Sensit, et a primo traxit cog- 
nomina morbus 

Syphilidemque ab eo labem dixere 
coloni. ` 

“.. . and from him, the first to 
suffer it, the disease took its 
name and was called Syphilis by 
the native race.” 
The derivation of the word continues to be 
a puzzle. Because of Fracastoro’s interest 
n "classical reminiscence,” many connect the 
name with Niobe's Sipylus, another victim 
of a god’s wrath.?* This is "nicer" than the 
hog-loving" theory. 


(331) 


Achille Chereau?" characterizes the poem 
and no more need be said: 


Le poem de Fracastor sur la Syphilis restera 
toujours un chef d'oeuvre, parce que le pinceau 
est large, l'imagination hardie, la versification 
haromonieuse, et que le poéte agrandit son sujet 
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ingrat d remontant z aux causes célestes, en montant 
la main des Dieux s'appesantissant pour punir la 
terre; la fiction, surtout, qu ‘il a imaginée pour 
retracer la decouverte du mercure, est un tableau 
digne des plus grands maitres. 

Unfortunately, there is nothing which is 
as great in literary style, or as important to 
the people in that period as that poem of 
Fracastoro. Others who wrote poems were 
Dietrich, a physician, “Ulzem Vaticinium 
in Epidemicam Scabiem" (1496)??; Fran- 
cisco Lopez de Villabos (1498), "El sum- 
mario de la medicina con un tratado sobre 
las pestiferas bubas," ?? and Giorgio Sum- 
maripa (1490), a lawyer, who wrote “Mor- 
bus Gallicus." *? Among the other lawyers 
who wrote poems were Sebastian Brant 
(1496), "Pestelentiali scorra sive mala de 
Franzos,"?5 and Jean Droyn (1512) “De 
la Grosse Verole." *?? Even Francois Rabe- 
lais (1539) is supposed to have written that 
highly satirical poem, “Le triumphe de tres 
haute et puissante Dame Verolle."?? An- 
other interesting poem was “Paternostre des 
Verollez," written in 154039 The author 
was unknown; the poem was published in 
Berne. Thomas C. Minor of Cincinnati, in 
1888, did, in his own inimitable style, his 
translation of the poem, much more worldly 
and interesting to the medical student than 
Nahun Tate's first English translation in 
1686.°1 


All other bits of early “syphilitic” poetry 
are not as interesting or as fascinating. 
However, in modern times, some of these 
are more popular. These popular themes in- 
clude the famed man from Bombay, 

There was a young man from Bombay 

Who thought the syphilis would soon go away... 
and Charles Dennie’s celebrated ballad which 
he sings so well, of “Salvarsan, Oh 
Salvarsan.” 


Roman Pane’s “Myth of Guagiona,” ?? 
gave a description of a deified person and 
infectiousness of his disease, presumably 
syphilis. Roman Pane was a religious who 
accompanied Columbus on one of his 
voyages. Shakespeare, in King Lear, wrote, 
“The goujeres shall devour thee.” The term 
"goujeres" refers most likely to “gouje,” in 
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French, to a common camp trull. It had 


i 


«m 


come to mean in that time a disease of aj 


prostitute. 


Molière, with his Secundus Chirurgus in — 


"La Ceremonie du Malade Imaginaire,” 9? 
..verolas parvas et grossas. 
Bones chancros, atque longas Calidopissas. 
At least, the last two lines prove that in 
spite of Montaigne, who wrote, “Les 


medecins connoissent bien Galien mais nulle- 


ment le malade,” that they did know syphilis 


and gonorrhea. In “La Vraye Medicine de 


Maistre Grimache" (1602) is "Pour se 
preserver de la grosse Verole." 


_ " 


"m 
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no 
>> 


te M 


Dorimond — 


(1692) in “Le Medecin de Robbe,” 16 wrote. - 


"[l guerit . . . et les maux de Venus." In. 
“Candide,” Valkie spoke candidly as Iwan 


E À 


Bloch writes, “Voltaires ironisches Wort im q 
Candide von eines Wissenshaftlich erfor- | 


schbaren ‘Genealogie’ der Lustseuche ist — 
Warheit.”’ ?? 
How much do we find after these periods - 


of European culture? Ibsen, who is sup- . 
posed to have written often in crowded - 
cafes, seemed to be interested in and special- T 4 
ized in neurosyphilis, curiously in congenital 


paresis, and possibly tabopareses. In “A | 


"^ 


E. 





Doll’s House," the morose Dr. Rank had a 4 


spinal disease from a dissolute father. 


“Ghosts” is concerned with the effects of — 


congenital paresis. 


^ 
E 


In 1901, there appeared a play, very dar- - 


ing in theme for that time, Eugéne Brieux’s 


"Les Avariés" (Damaged Goods).?? In the- x 


Prologue, the Manager (of all people! apy 
pears: 


you on behalf of the author and the management, 


wit 
FA 


Ladies and Gentlemen, I beg leave to inform 3 


that this play is a study of the disease syphilis E 


in its bearing on marriage. 


It contains no scenes to provoke scandal or. 
arouse disgust, nor is there in it any obscene word ; 


3 


- 
Ws 
= 


and it may be witnessed by everyone unless we | 


believe that folly and ignorance are necessary - 


conditions of female virtue. 


George Bernard Shaw wrote the Intro- E 
duction to this play and complained about — 


one of his favorite subjects, taboo. 


His ^X 


other contribution to literary syphilology, * 


perhaps, could be “Mrs. Warren's Profes- — 


sion." 
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3a The copy of “Damaged Goods” stet 
E. as printed for the Connecticut Society of 
Ss ocial Hygiene. Now, we have in the cur- 
rent cinema, “Damaged Goods" only as a 
sex drama for damaged souls of the near- 
adult type. Now, also, social hygiene socie- 
5 ties and venereal-disease-control groups put 
| out comic books, such as, "Little Willie" 
and his “hair cut." 33 George Dupont and 
| d he infected wife, child, and possibly the wet 


LN 
E 


En nurse, all of Les Avariés, appear Victorian 


_folks as they are, compared to Little Willie 
at ind 1 his interested associates. 


| . Conan Doyle, general practitioner and 
la  Oréewirdet had excellent teaching 
Lin n physical diagnosis under the surgeon Dr. 
J Bell, but we wonder how much 
È dermatology he learned. Dr. Horace Selby,** 
- à syphilologist in the “Third Generation” of 
Conan Doyle, diagnosed the sudden onset 
b f a serpigmous lesion of the discreetly un- 
covered leg of a soon-to-be-married baro- 
; net, Sir Frances Norton, as congenital 
syphilis and apparently as infectious syphilis. 
The patient’s weak eyes were interpreted as 
E terstitial keratitis. We trust that A. Conan 
E revered friend, our Joseph Klauder, 
wil E not object to these current insinuations 
> of the good Doctor Selby, of the “Third 
aeration,” with his inconveniently located 
fice, “patients do not always consider 
E. to be a disadvantage.” He was 
. spared the necessity of prolonged syphilo- 

- therapy, for the unlucky baronet was con- 
3 veniently run over by a hansom cab after 
leaving the office and the gloomy prognosis. 
^ Unfortunately, Sherlock Holme’s *'Blue 
Carbuncle” was a fabulous gem (? star 
sapphire) and not a gangrenous pyogenic 
- lesion. In “The Adventure of the Blanched 
Soldier," this exophthalmologist described 
the first episode of an acquired dermatitis 
- as a “well marked case of pseudoleprosy or 
ichthyosis.” The great dermatologist of the 
— story, Sir James Saunders wag portrayed 
as a "grave and taciturn gentleman of iron 

Sd aspect." 

Michael Arlen's "Green Hat" was also 

- known for its daring theme of syphilis. Dr. 
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Jerome Meyers? of New York, wrote a 
"Sonnet on the Death of Paul Ehrlich, Dis- 
coverer of Salvarsan," and the psychiatrist, 
Dr. Louis J. Karnosh,* of Cleveland, wrote 
a poem on "General Paresis.” Even in “Dr. 
Zhivago," there is more than a hint of tabo- 
paresis in Sanka Pafnutkin. Schopenhauer,?® 
the philosopher of pessimism, of course 
would delight in discussing venereal disease, 
which he does in his “Aphorisms on Practi- 
cal Wisdom.” In Durrell’s “Justine,” Cleas 
is the medical artist of syphilis for Balthazar. 


Besides his brief reference to syphilis in 
King Lear, Shakespeare does supply us with 
some dermatology. The glossary of Shake- 
speare by W. J. Craig *® assists us greatly. 

Romeo and Juliet, 1, 4 (Mercutio) : 

(Queen Mab) the fairies’ midwife,... 

O’er ladies lips who straight on kisses dream. 

Which oft the angry Mab with blisters plagues. 
Coriolanus, 1, 1: 


That, rubbing the poor itch of your opinion, 
Make yourselves scabs? 
Henry V, 5, 1: 
The rascally, scauld, beggarly, lousy, 
pragging knave, Pistol— 
Anthony and Cleopatra, 5, 2: 
..like strumpets; and scald rhymers... 
Measure For Measure, 3, 1: 
Do curse the gout, serpigo and the rheum 
For ending thee no sooner. 


Troilus and Cressida, 2, 3: 
..the dry serpigo on the subject! 
Love’s Labour’s Lost, 5, 2: 
I have no shirt. I go woolward for penance. 
Henry IV Part 1, 1, 3 (Hotspur) : 
Telling one the sovereign’st thing on earth 
Telling me the sovereign’st thing on earth 
Was parmaceti for an inward bruise 
Tempest, 2, 1 (Gonzalo) 
You rub the sore 
When you should bring the plaster. 
Also in Shakespeare’s tragedy, “Timon of 
Athens," "little read except by critical 
students," there is mention of ulcerous 
pores, leprosy, itches, and “blains.” The 
hemorrhagic lesions of bubonic plague 
continue to interest writers from Daniel 
Defoe ** to Edgar Allen Poe's “The Masque 
of the Red Death." 38 Daniel Defoe’s famed 
book was called, “A Journal of the Plague 
Year,” written by a citizen who continued all 
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the while in Fod This was published 


first on March 17, 1722. The plague year 
of London was 1665. So, this artful story- 
teller was only about 6 at the time of the 
plague. Yet, this exaggerated account with 
its thriller value and "intense realism 
which is unsurpassed” caused Dr. Mead, an 
eminent physician of the period (not a der- 
matologist!), to refer to the book as au- 
thoritative. How good is Citizen Defoe's 
clinical dermatology of the plague? He 
speaks of "one infected maid who had only 
spots, not the tokens came out upon 
her and she recovered." Later, he defines 
"tokens," a very bad prognostic sign since 
the patient died usually within six hours 
after the appearance of these, "really gangre- 
nous spots, or mortified flesh in small knobs 
as broad as a little silver penny and as hard 
as a piece of callus or horn." He added, also, 
that the individual was contagious as re- 


gards his breath, sweat, and clothes long 





k 





sores in his groins,’ 


haps, 


before these tokens appeared. He wrote 
further, that sometimes the swellings (bu- 
boes?) were so hard that no instrument 
could cut them. Later, he adds, more cor- 
rectly for a change, “limping occasioned by 
; ' and the prognosis was 
better for “the carbuncles went down.” 
Perhaps if one wished for more accurate in- 
formation than Defoe’s exaggerated clinical 
medicine, one could select a journal of a 
William Boghurst, “Loimographia.” Bog- 
hurst, an apothecary at the time of the 
plague, dressed many plague lesions. Per- 
for even more accurate and less 
exaggerated realism, one could read “Pepys’ 
Diary" (1659-1664) of the time of the 


plague. 


The description in Poe's “The Masque 
of the Red Death," of the lesions of Prince 
Prospero after meeting the gaunt masked 
cadaveric figure suggests hemorrhagic le- 
sions of plague. Albert Camus,?? the ex- 
istentialist, wrote recently, “The Plague.” 
This is an intense story of the plague in 
Oran and includes detailed description from 
the initial period of the death of rats to 
hemorrhagic patches on the thighs and the 


Goldman 


- Port s. - 
| 4 c X 
NW "73" 2M Lew. | A 
BRAND MIT. Mai “Fis at ee : 





































eT ce 


do 


draining ruptured buboes.. Was all this j jus 
a vivid background for his anti- Christia 
theme of struggles of man against ev 
without the help of a "silent" God? (Time 
Jan. 18, 1960). E 
Probably the most horrifying E | 
of gangrenous smallpox was that in Nana's 12 
case report by Emile Zola. This is espe- . 
cially striking, for in the beginning this 
very popular girl’s skin was described as 
"A skin, oh what a skin she's got.” Then, 
finally, for Nana, who was so afraid. o of: 
dying, "she was fruit of the charnel hous e, 
a heap of matter and blood, a shave foll: of zi 
corrupted flesh thrown down on the pille ÓW. - 
The pustules had invaded the whole of he 
face, so that each touched its neighbe Or. i 
Padding and shrunken, they had assumed 
the grayish hue of mud and on that form- ; 
less pulp, where the features had ceased tc 
be traceable, they had already rese d 
some decaying damp from the grave. - On 
eye, the left eye, had completely found red 
among bubbling purulence, and the othe 
which remained half open, looked tikes a 
deep ruinous hole. The nose was still sup- 
purating, quite a reddish crust was peelin: 
from one of the cheeks, and invading tl he 
mouth, which it distorted into a horribl 
grin. And over the loathsome and erotesdin ue 
mask of death, the hair, the beautiful hair, 
still blazed like sunlight and flowed do ES 
wards in rippling gold. Venus was rotting.” - 


Tuberculosis cutis is not too easy to find . 
as such in the literature. Perhaps only our ` 
greatest subject was Dr. Johnson. As- 
Boswell writes (Aetat 3, page 41): | 


Young Johnson had the misfortune to be afflicted * 
with scrophula or king's evil which disfigured a a 
countenance naturally well formed and hurt his 
visual nerves so much that he did not see at all. 
with one of his eyes, though its appearance 
little different from that of the other . . . it as 
been said he contracted this previous malady from 
his nurse... His mother yielding to | on 
notion . . . carried him to London where he v 
actually touchfd by Queen Anne. ... The touch | 
however, was without any effect. 


f 


It is obvious that it is difficult to determin 1e 
exactly what type of scarring deformity h 
(?) of the face or even intraocular lesion 
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- he had. Recently, in Pasteis “Dr. 
= Zhivago,” Dr. Yurii Andreievich Zhivago 
= glanced at a bottle of carbolic acid when he 
= was forced to treat a sick peasant with 
lupus. 
- There is little for dermatology as men- 
.. tioned specifically by George Bernard Shaw. 
^ Other more learned Shavian scholars may 
find differently. There is no description of 
- the skin reactions to tuberculin in “The 
—. Doctor's Dilemma"; he does mention in this 
- play, however: 
Did you ever see a boy cultivating a moustache? 
Well, a middle-aged doctor cultivating a gray 
head is much the same sort of spectacle. 

The major dermatologic subjects of 
= public-health interest have been exhausted. 
- Now, we wander aimlessly along lanes of 
. miscellaney. Again, others with more 
— knowledge will see more than we have and 
- wil gather more. 
= What fascination did birthmarks have 
— for the writer? There is a favorite poem 
- about nevi which is quoted often by writers 
— on pigmented nevi. Kindel*! has found 
= this for us. “Cupid Not Blind" was written 
E by Pack in 1725. 


To gaze upon her eys a might hermit inflame, 
And who looks on her moles but thinks of the same 
— In Nathaniel Hawthorne’s “Mosses From 
—. An Old Manse,” * one of the interesting 
: stories concerns a port -wine nevus on 
X E giana. s left cheek, a “crimson stain on 
the snow." Her husband's obsession with 
4 this and his obsessive therapeutic attempts 
- at removal by systemic therapy are of in- 
EC terest, for he, too, must have been familiar 
- with the difficult treatment of port-wine 
. nevus. The fading of this lesion only 
- through the potent oral medication of her 
- husband and his assistant comes only as 
- she died. This enabled Hawthorne to write: 
= The momentary circumstance was too strong for 
Phim; 
_ He failed to look beyond the shadowy scope of time, 
— And, living once for all eternity, to und the perfect 
.  . future in the present. 
Another exciting tale of a birthmark is 
` James M. Cain’s story of The Butterfly.*? 
—. Remembering the peculiarities of a birth- 
mark in his own family, he has spun a 
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violent tale about hill folk in whom a pig- 
mented nevus, in the form of a butterfly- 
like mark just below the umbilicus, plays a 
dominant role. The nevus gathers about it 
discussions of paternity, incest, and even 
a bullet from a rifle. “We got a butterfly 
in my family. But only the men got it, see.” 
“If the child’s a girl, it skips. It skips to 
the next boy.” The clinical description is 
that of a benign lesion but the circum- 
stances amidst the hills there made it func- 
tionally malignant. All this is quite a 
change from the humorist Bugs Baer’s de- 
scription of his mole on the back of his 
neck, "And if it gets bigger I would have 
to get a special Derby hat for it." When it 
was suggested that he have it taken off, 
Bugs snapped, “Taken off, are you crazy? 
How do I know I don't think with it?" 
Evidently, he was familiar with Masson's 
theory of the nerve-tissue origin of nevi. 
Hilliard Shair has reported in Kawabata's 
"Thousand Cranes" a large hairy mole on 
the breast of the hero's father's mistress. 
Fortunately, there are other diseases with 
more literary appeal. Obviously, the 
subject of itching has intrigued many. Un- 
fortunately, most of the famous short quo- 
tations are without known authorship, such 
as the proverb, “Where it doesn’t itch, don't 
scratch," or "Home is the place where a 
man can scratch wherever he itches.” Some- 
times we are confused by a title indicating 


an itch not in an erogenous zone, as in the 


“Seven-Year Itch,” just as we would feel 
there is a tattoo in the mushy "Rose Tat- 
too.” However, it is the celebrated Ogden 
Nash who gives us an appreciation of pru- 
ritus in "Taboo To Boot." We have used 
this poem often as a therapeutic aid for 
patients. 
Taboo To Boot 
One bliss for which 
There is no match 


Is when you itch 

To up and scratch. 
Yet doctors and dowagers deprecate scratching, 
Society ranks it with spitting and snatching, 
And medical circles consistently hold 
That scratching's as wicked as feeding a cold. 
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(RM flame burns unquenched 'neath how many 


a stocking 
On account of to scratch in a salon is shocking! 
Avid ankles deprived of the fingernail’s kiss 
For fear of a dermatological hiss! 

"Neath tile or thatch 

That man is rich 

Who has a scratch 

For every itch. 
Ho, squirmers and writhers, how long will ye suffer 
'The medical tyrant, the social rebuffer! 
On the edge of the door let our shoulderblades rub, 
Let the drawing room now be as free as the tub! 
Let us scratch in the presence of multitudes medical 
And if they object, let us call them unedical! 
So the ogres of ivy and ringworm and allergies 
We'll scratch to the stature of object apologies! 

I'm greatly attached 

To Barbara Frietchie. 

I bet she scratched 

When she was itchy. 
Also, his “Young Belle of Old Natchez" is 
honored among dermatologists : 
There was a young belle of Old Natchez 
Whose garments were always in patchez. 
When comment arose 
On the state of her clothes, 
She drawled, “When Ah itchez Ah scratchez!” 
There is also the Scottish doggerel quoted 
by Shryock. 
But save us from those maladies 
Thou sendest on the rich. 
Sic heathen ills as grep and gout, 
We dinna mind the itch. 

How much less rhythmical is Rudyard 

Kipling’s description of prickly heat and the 
dhobie itch from his tales from India. 
Huckleberry Finn’s ** description of un- 
comfortable itching is also a classic. 
If you are with quality or at a funeral or trying to 
sleep when you ain’t sleepy, if you are anywhere 
where it won’t do for you to scratch, you itch all 
in upwards of a thousand places. 


Many remember Bob Hope’s demonstra- 
tion of girdle pruritus. 


Warts, of course, have been mentioned 
from time to time, mostly in a casual fash- 
ion, except for Mark Twain's Tom Sawyer 
and his effective suggestive therapy for 
warts. In “Dr. Zhivago,” * there is a de- 
scription of Prituliev, “pock-marked, squat 
and hideous. . . . He would sit for hours 
silent as a statue lost in thought scratching 


= the warts on his freckled hands until they 


bled and suppurated." “Warts” is used in 
Goldman 
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a symbolic sense as descriptive of the un- 2 
beautiful features of United States in- 
Arthur Schlesinger Jr.’s * review of "As 
Others See Us, The United States Through _ 
Foreign Eyes." This critical review is en- - 
titled, “Portrait of America, Warts and | 
All.” E 

I am certain that there are many other — 
warts in literature which are equally famous | 
or infamous besides the wart which wasn't . 
a wart, of Chaucer's miller. Acne, which 3 
should be found in many stories in teenager - a 
magazines, was described by John Stein- 3 
beck #7 in another of his brutal stories, “The Y 
Wayward Bus." One of the characters, A 
Pimples Carson, a boy of 17, is described, - 
“his cheeks were rivuleted and rotted and  - 
eroded with acne. Among the old scars, - 
new pustules formed, purple and red, some  . 
rising some waning. The skin was shiny — 
with the medicines that were sold for this | 
condition and which do no good whatever . 

. fingers would move to his pitted cheeks. 

. He wrote to every company that adver- 
tised an acne cure, and he had been to many 
doctors who knew that they could not cure - 
it but who also knew it would probably go  - 
away in a few years. They, nevertheless, 
gave pimple prescriptions for salves and - 
lotions; one had put him on a diet of green | 3 
vegetables." | 










culty i in diagnosis can be shown very nicely [7 
in "Winnie The Pooh," by A. A. Milne.  - E 
Christopher Robin E 
Has wheezles and sneezles. 
They examined his chest for a rash 
And the rest of his body for swellings. 
The congenital abnormalities in regard to E 
congenital ichthyosiform erythroderma were _ 
made a dramatic portrayal to captive audi- 
ences on television by the Alcoa Theater 
presentation of the reported "cure" by hyp- - 
nosis of this skin abnormality. j- 
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The contact dermatitis phase has also — 
been of interest as we approach the psycho- . 
logical dramas with the “Three Faces of | 
Eve." 48 Popular interest in the book and - 
in the movie has taken this report away 
from The Journal of Abnormal and Social 
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- Psychology and given it to popular litera- 
“ture, Corbett Thigpen *? has indicated that 
Eve Black, in acting out her seductive char- 

Er. complained of urticaria without 
5e ema whenever she was exposed to ny- 
lon in the stocking or panty area. Patch 
“tests to nylon produced only pruritus, no 
. erythema. Patch tests repeated in her other 
X phases were without effect, subjectively and 
. objectively. Also, during her other person- 
ality phases she reported no urticarial reac- 
- tions from nylon. However, "but after her 
. marriage and long after the resolution or 
| E coe Evelyn developed a severe rash. 
— She consulted her local physician and he 
pi ound in her a specific and serious allergic 
s -sensitivity to nylon. From then on, she 
E wore cotton under clothes and stockings of 
some material that contained no nylon." 
All this, as Thigpen *? indicated, recently, 
E vis only information from her, not from her 
physician. It is also possible, he indicates, 
that she had a reaction from an antibiotic 
at that time and not from the nylon. Un- 
= fortunately, we still do not have even in 
a L Evelyn any evidence of a proved eczem- 
= atous patch-test reaction. 
|. Supposed nylon sensitivity with pruritus 
- (not proved, of course, by tests) was fea- 
tured also in one of the TV Perry Mason 
— series, "The Case of the Lucky Legs.” 

The type of Mr. Nat Miller's supposed 
. allergic reaction to a certain oil from blue 
- fish is not given in O’Neil’s "Ah, Wilder- 
= ness!" 
— We have had poison-ivy dermatitis in the 
- literature by Frances and Richard Lock- 
Es in their "Allergic To Murder.” 9? 
— They show that hypersensitivity to poison 
E ivy will finally get you into trouble. Rosten- 
- berg?! has shown that the worldly and 
- verbose reporter of Early America, Captain 
= John Smith, also wrote about poison-ivy 
dermatitis in this strange new land. 
‘In “Beauty As A Beast," 9? by night the 
= murderer committed her murders because 
— of thickening of the skin and hyperpigmen- 
tation associated with acromegaly. 

In Ballinger’s “Beacon in the Night," "9 
Roo was used as a murder weapon. Addi- 
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tional dermatology in that story was a 
description, "large man with a badly 
marked face of old eczema scars." 
is very little description of radiation derma- 
tits in “The Last Man" or “On The 
Beach." In the new world of fall-out, these 
promising themes will not be neglected. 


Unfortunately, music has little charm for 
the dermatologist except to soothe him even 
when he examines his puzzling patients. 
Again, this is a field for Rothman, Rosten- 
berg, and Suskind to examine. We men- 
tioned previously Lazzarís opera, “La 
Lepreuse." Camille Saint-Saens’ “Samson 
et Delilah” and Reginald De Koven’s “Rip 
Van Winkle” are offered feebly as examples 
of traumatic alopecia and hypertrichosis, 
respectively. However, in modern music we 
find bits of dermatologic troubles. Wander- 
ing back to New Orleans Jazz, we come to 
the blues, which, according to Ramsey, 
"began with the human voice.” 5+ These 
songs of protest, recrimination, ridicule, 
and complaint should include illness and 
disease of the skin. Bessie Smith,?* the 
famous blues singer, with Porter Granger 
at the piano and Lincoln Conway at the 
guitar, sings “Mean Old Bed-Bug Blues.” 
She could take any theme and make the 
blues out of it, and so we can see and even 
feel those arthropods work together. In 
recent music, the perils of poison ivy der- 
matitis are shown with the famed Coast- 
ers*® singing “Poison Ivy," and faithful 
calamine lotion figures well in their rhythm 
and style. Other singers of this type, ac- 
cording to Welsh, are more interested in 
respiratory infections such as colds, sinus, 
and "tuberculucas." Cole Porter’s “I’ve Got 
You Under My Skin” from “Born To 
Dance” (1936) is too deep for us. Harry 
Belafonte’s famous Calypso offering of the 
West Indies “Scratch Me Back” is de- 
lightful even though it is supposed to have 
ethnic overtones.*6 


In this modern world, dermatology 
should offer more opportunities for those 
who can write the same type of song about 
anything or the same musical about almost 
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anything. Now, it should be possible to 
have an operetta wherein the boy from the 
“Golden West” is allergic to nickel and at 
the same time that the dermatitis develops on 
his trigger finger, he has pruritus ani from 
long periods on his faithful and tolerant 
horse. If modern opera must also be tragic, 
then the patient with atopic dermatitis offers 
a great theme, with long choruses of wailing 
psychiatrists. And, in spite of the song of 
the Coasters, we can find no musicals with 
the popular poison-ivy theme. In the con- 
ventional style of botanical musicals, as 
"Greenwillow," there could be “Ida With 
the Dermatida," which could include such 
hits as, "Don't Be A Meanie with Your 
Aunty Histaminee,” “Take Back Your 
Esterase,’ and “Sweet Grace O’Fulvin Is 
No Good For Me.” 


In the field of drama and literature, mod- 
ern writers would do well to neglect the 
popular theme of the disturbed mind on a 
public couch. One can imagine a charming 
afternoon session of the folk of T. S. Eliot 
during their “Cocktail Hour” describing in 
characteristic sophisticated style their varied 
dermatoses. Answering their queries and 
parrying their barbs would be the Wimpole 
Street dermatologist, Alec Guiness. 


As less sophisticated but nonetheless col- 
orful themes, we could recommend also the 
following possibilities : 

. There Will Always Be An Acne. 
. The Constant Allergic. 

. The Healthy Itch. 

. The Abraded One. 

. The Return of Silas Vitiligo. 

. Behind the 8 Mop. 

. Cushion of the Steroid. 

. The Last Comed One. 

. The Self-Hydrl Radical. 

It is apparent, then, that we have 
scratched out only small and perhaps mostly 
insignificant bits from works of the great 
and near-great. Still again, those who are 
more learned and ambitious could find much 
more. In spite of this meandering walk 
and crazy-quilt of material, dermatologists 
can still enjoy the spoken word, the written 
word, and the musical word, even if these 
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do not include references to the skin and d its 
contents. 4 
The author acknowledges, without request, — b. 
long hours spent in the University Library bL 
his wife, who became thereby an English major 01 ; 
the help especially of Mrs. Ruth Epstein, Assista nt 
Medical Libarian, and Miss Alice McCaffre 
Medical Librarian of the Medical Library Cincin- o 
nati General Hospital, and lastly, well-meaning E 
friends who flaunted their knowledge and oc- 
casionally contributed something worthwhile and | 
even correct. 4 
Department of Dermatology, Cincinnati Gener 
Hospital (29). 
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Progressive Fatal Cutaneous Gangrene Associated 


with Hypogammaglobulinemia 


DONALD C. ABELE, M.D.; RICHARD L. DOBSON, M.D.; JAMES F. NEWSOME, M.D., and 


A. S. LINEBERGER, M.D., Chapel Hill, N.C. 


In 1952 Bruton! reported the first known 
case of agammaglobulinemia. With newer 
refinements in methods of analysis of serum 
proteins, a clearer concept of this syndrome 
has developed. 

In brief, the clinical features of agam- 
maglobulinemia or hypogammaglobulinemia 
are: 

Extreme susceptibility to infection 

Low to absent y-globulin in the serum 
Immunologic unresponsiveness to antigenic 
challenge 

4. Frequent clinical improvement of symptoms 

with y-globulin therapy. 

Physical examination usually reveals no 
abnormalities, although there may be a gen- 
eralized decrease in lymphoid tissue and 
lack of regional lymphadenopathy in re- 
sponse to local infection? 

Because of the lack of specificity of signs 
and symptoms, only a high index of suspi- 
cion and the use of appropriate laboratory 
studies can lead to the correct diagnosis. 
On routine determination of total serum 
proteins a globulin of 1 gm. % or less is 
suggestive of hypogammaglobulinemia. The 
diagnosis can be confirmed by serum elec- 
trophoresis or immunochemical analysis. 
Other laboratory findings which may be 
associated with this disease are:??5 (1) low 
or absent isohemagglutinins in type A, B, 
or O sera; (2) a positive Schick test in 
adults or in children following immuniza- 
tion against diphtheria; (3) Coombs' test 

Submitted for publication Feb. 5, 1960. 

From the Division of Dermatology, Department 
of Medicine (Donald C. Abele and Richard L. 
Dobson), Department of Surgery (James F. New- 


some), and Department of Pathology (A. S. 
Lineberger), University of North Carolina School 


of Medicine. 
nS 


Ns 


inhibition; (4) a reading of O or trace with E 





Kunkel's zinc turbidity test instead of the  . 


usual 5 or 6 units. 


Although the syndrome was originally — 


described as agammaglobulinemia, i.e., com- 
plete absence of the y-globulin fraction 


from the serum, recent studies have shown ~ 


that with more sensitive techniques, there 
is almost always some y-globulin pres- 
ent,5,9,22 


Conn* has developed a useful classifica- 


tion of disorders of y-globulin based on 


quantitative considerations : 
I. Congenital agammaglobulinemia—less than 30 
mg. % y-globulin 
IT. 
mg. '% y-globulin 


Acquired agammaglobulinemia—less than 200 — 


Pr 


ES ; 


A. Hypogammaglobulinemia associated with- 


decrease in other serum proteins 
1. Nutritional hypoproteinemia 

2. Nephrotic hypoproteinemia 

3. Hypercatabolic hypoproteinemia 
4. Idiopathic hypoproteinemia 


B. Hypogammaglobulinemia associated with — 


normal serum proteins 
1. Infantile hypogammaglobulinemia 


2. Idiopathic acquired hypogammaglobu- 


linemia 
III. 
perglobulinemia 
A. Neoplastic 
B. Idiopathic 


It is not the purpose of this article to 


review the entire subject of deficiencies in — 


gammaglobulin which has recently been 


done.** Of interest, however, is the va-  - 
riety of cutageous disorders that have been  - 
Key and. 
Nelson,? in reporting a case of exfoliative | 


associated with this syndrome. 


dermatitis associated with hypogammaglob- 
ulinemia, made note of the dermatologic 
manifestations reported in hereditary and 
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acquired agammaglobulinemia. These in- 
cluded recurrent pyodermas, furunculosis, 
cellulitis, generalized vaccinia, widespread 
moniliasis, purulent conjunctivitis, and pyo- 
derma gangrenosum. Van Gelder ?° has 
reported a case associated with generalized 
scleroderma. 

It is the purpose of this paper to report 
a case of progressive, fatal cutaneous gan- 
grene associated with hypogammaglobuline- 
mia. 


Report of Case 


The patient was a 15-year-old, single white girl 
transferred to the surgical service of this hospital 
on Sept. 21, 1959. She had been in excellent health 
until Sept. 1, 1959, at which time she was admitted 
to another hospital with signs and symptoms 
of acute appendicitis. At laparotomy mesenteric 
adenitis was found. The postoperative course was 
uneventful and she was discharged on Sept. 5, 
1959, On Sept. 7, 1959, an infection of the inci- 
sion site was discovered and penicillin therapy was 
begun. On Sept. 14, 1959, she was readmitted to 
her local hospital because of progressive spread 
of the infection. She was treated with chlor- 
amphenicol, oxytetracycline, and transfusions, but 
the lesion continued to spread and she was trans- 
ferred to this hospital. Past medical history re- 
vealed that she had been immunized in childhood 
against smallpox, diphtheria, typhoid, and tetanus. 
She was reported to have had the "usual child- 
hood diseases" without sequelae. There was no 
history of unusual susceptibility to infections. She 
had had tonsillectomy and adenoidectomy at age 
11 without complications. Review of systems was 
unremarkable. Family history revealed that her 
father had had amputation of his right forearm in 
1941 because of “severe infection” with subsequent 
normal healing. There were seven siblings living 
and well. There was no history of familial disease. 

Physical examination on admission revealed a 
thin, pale, acutely ill white girl appearing her 
stated age. Blood pressure was 120/80, pulse 120, 
respirations 24, temperature 103 F (oral). Skin 
turgor was moderately decreased. Hair and nails 
appeared normal. There were shotty, bilateral 
cervical nodes and one 2-3 cm., tender right in- 
guinal node. Head, eye, ear, nose, and throat 
examination revealed slight injection of the 
posterior oropharynx. The thyr@d was not en- 
larged. Neck veins were flat in the recumbent 
position. The breasts were normal. The lungs 
were clear to percussion and auscultation. There 
was sinus tachycardia without cardiomegaly . or 
murmurs. Extending from the right inguinal 
ligament to the lower costal margin and from the 
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posterior axillary line nearly to the midline of the 
abdomen was an ulcerating lesion with a necrotic 
base extending to the abdominal fascia (Figure). 
The surface of the lesion was moist with a 
purulent exudate and isolated pockets of purulent, 


necrotic tissue. There was an elevated, slightly 
undermined, purple, bullous border 2 cm. in 
diameter surrounding the lesion. No abdominal 
organs were palpable. External examination of the 
genitalia, rectal examination, extremities, and 
neurologic status were within normal limits. 
Laboratory Studies.—S'TS was negative; blood 
type, A+; isoagglutinins, anti-B present 1:8 dil.; 
PCV. 37.0, Hgb. 11.2, red blood cells appeared 
hypochromic with slight anisocytosis ; WBC 27,650, 
differential: 90% polymorphonuclear cells with 
toxic granules, 6% lymphocytes, 4% monocytes; 
platelets present on smear, platelet count 245,000; 
urinalysis: pH 6.5, sp. g. 1.010, no albumin or 
sugar, occasional WBC/HPF;; stools negative for 
occult blood, fat, ova, and parasites. BUN was 
14 mg. 96, serum sodium 126 mEq/L., potassium 4.3 
mEq/L., CO» 30.2 mEq/L., chloride 84 mEq/L., 
bilirubin 0.6 mg. %, direct; 1.3 mg. % total; 
alkaline phosphatase 10.7 Bodansky units; total 
serum proteins 4.1 gm. with albumin 2.3 gm. Chest 
film was normal. Flat plate of the abdomen re- 
vealed increased thickness of the soft shadows of 
the right anterolateral abdominal wall with no 
visualization of the right psoas muscle. Skin tests: 
Intermediate strength PPD, histoplasmin, blasto- 
mycin, and coccidiodin were negative at 48 hours. 


Vol. 82, Oct., 1960 


DQ- 


sa NMRE 


-~ nasopharynx and throat, normal flora; 


, 1959); 


. (Oct. 2, 1959). 


. Biopsies of 


ECAY OG: A MA 1 
p 3 


Saimsry of microbiological TAN showed: (a) 
(b) blood 
cultures X 5 negative; (c) Gram and methylene 
blue stains of the wound exudate revealed no 
organisms. (d) Repeated aerobic and anaerobic 
cultures of the lesion failed to isolate micro- 
aerophilic streptococci. The exudate and biopsy 


. material from the margins of the lesion on repeated 
cultures grew only the following organisms : 


(1) 
moderate growth hemolytic Staphylococcus aureus, 
coagulase negative (Sept. 21, 1959) ; (2) moderate 


- to heavy growth of B. antitratum sensitive to 


tetracycline, chloramphenicol, erythromycin, sulfa- 
diazine, polymyxin, and kanamycin (Sept. 23, 
(3) moderate growth of pseudomonas 
sensitive to tetracycline, polymyxin, and kanamycin 
(e) Smears and cultures of 
‘the exudate and biopsy material were negative for 
acid-fast bacilli and fungi; (f) cultures of the 


Stool, blood, exudate, and biopsy material were 


negative for viruses. 


the lesion were interpreted as 


= showing acute and granulomatous inflammation of 


"E 


the skin. Brown-Brenn, MacCallum-Goodpasture, 
PAS, and acid-fast stains revealed no organisms in 
the tissue. | 

The patient remained acutely and critically ill 
during hospitalization with daily temperatures 
ranging from 100F to 104F rectally. On Sept. 
21, 1959, therapy was begun with large doses of 
parenteral penicillin and streptomycin, intravenous 
fluids with supplementary vitamins, whole blood, 
and saline compresses to the abdominal lesion. On 
Sept. 23, 1959, she was seen in consultation by the 


dermatologic service, at which time the diagnosis of 


agammaglobulinemia was suspected because of the 
appearance of the lesion and the low serum 
globulin. Electrophoresis of the serum on this day 
revealed a y-globulin of 168 mg. 96. The patient 
was immediately given 40 cc. of hyperimmune 
y-globulin I.M. On Sept. 24, 1959, streptomycin 
was discontinued and gantrisin and chloramphenicol 
were begun in large doses. Despite therapy the 
lesion spread to the right axilla. On Sept. 30, 
1959, therapy with kanamycin was begun in addi- 
tion to another 40 cc. of y-globulin and trans- 
fusions of whole blood. The patient’s condition 
continued to deteriorate and was complicated by 
the development of hyponatremia. She was begun 
on tube feedings and given supplementary NaCl. 
An additional 20 cc. of y-globulin was given on 
Oct. 4, 1959. On Oct. 8, 1959, a trial of x-ray 
therapy (400 r, 120 kv., 20 ma, H.V.L. 3.1 mm. 


. Al) was given to one area of the lesion. On Oct. 
9, 1959, whole blood, 20 cc. of y-globulin, and 


25 gm. of albumin were given. On Oct. 10, 1959, 
following a protracted period of vomiting, the 
patient suddenly died. 
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Autopsy.—Autopsy was performed 12° 
hours after death. The body was that of a — 
well-developed white girl. There was ex- ^| 
tensive ulceration of the skin of the abdomen  - 
and inguinal regions, with involvement of a - 
portion of the right chest wall. The subjacent _ | 
intercostal muscles were exposed. The transi- 
tion between normal and diseased skin was — 
abrupt, the normal skin having slightly ele- | 
vated erythematous borders. Histologically — 
there was extensive ulceration of the epider- - 
mis with marked parakeratosis and focal - 
hyperkeratosis of epidermal remnants. Dense 
infiltration of neutrophils, large mononuclear E 
cells, and lymphocytes was present, with in- _ 
terspersed necrotic debris. Changes extended 
well into the subcutaneous tissues. Rare P 
clusters of Gram-negative bacilli and Gram- — 
positive cocci were present. ^ 7A 3 


The appendectomy incision site could not d 
be clearly delineated, but in the vicinity of. A 
McBurney’s point the skin was gangrenous 
and the abdominal wall was “tissue paper 2 
thin." A partially necrotic flap of omentum  . 
was adherent to the undersurface of the de- —— 
fect, and 250 cc. of foul-smelling fluid were 
encountered in the peritoneal cavity. The. E 
hepatic flexure of the colon was bound to  . 
the right lobe of the liver by fibrinous ad- . 
hesions, and multiple fibrinous adhesions |. 
were present between the loops of small in- - 
testine. In some areas the bowel wall was . 
quite friable and congested, and areas d 
mucosal ulceration were identified in the — 
ileum and stomach. However, no site of . 
perforation was seen, Cultures of peritoneal | 
fluid were reported to have grown out . 
Aerobacter-Klebsiella group organisms with — - 
light growth of Pseudomonas and gamma 
enterococcus. Tissue stains for bacteria and  - 
fungi showed rare clusters of Gram-negative - n 
rods. | E 

Green-brown mucoid material resembling E 
gastric contents was found in the trach ea: 
and mainstene bronchi. The alveolar septae e 
were thickened and there was mild patchy y 
pulmonary edema. The bone marrow showed 4 
hyperplasia of both erythroid and myeloid | je 
elements. Megakaryocytes were numerous. 
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Comment 
In 1924, Cullen’? reported what was 


_ probably the first recorded case of progres- 
- Sive cutaneous gangrene. Since that time a 
- number of similar lesions have been recorded 
. under various titles, the most commonly 
used being postoperative synergistic gan- 
 grene, as described by Meleney. Such le- 
- sions have been ascribed to the effects of 
microaerophilic streptococci in combination 


with hemolytic staphylococci, but little men- 


- tion has been made of possible host factors 

= in the etiology of such lesions. Lesions 
— clinically similar to those described in post- 
operative or traumatic synergistic gangrene 


have also been reported in progressive, usu- 
ally fatal generalized vaccinia in children 
with agammaglobulinemia.!?7* Marcussen 18 


= reported a case of pyoderma gangrenosum 
. associated with hypogammaglobulinemia, and 
Bloom et al!? reported two similar cases 


although the gammaglobulin levels in their 
patients were very close to normal. Latimer 


et al?? reported a case nearly identical to 


the one presented here which was success- 
fully treated with antibiotics and y-globulin. 
This case is the only previously recorded 
one in which the diagnosis of postoperative 
synergistic gangrene was associated with 
hypogammaglobulinemia and, as in our case, 
microaerophilic streptococci could not be 
demonstrated in the lesions. 

It would seem that the uncommon, but 
not rare problem of progressive cutaneous 
gangrene may be intimately related to de- 
ficiencies in the defense mechanisms of the 
host, of which agammaglobulinemia may be 
one important factor. It may be that pro- 
gressive, gangrenous lesions of the skin as 
mentioned previously may be secondary to 
such deficiencies rather than to peculiarities 
of bacterial invaders. It is also possible that 
lack of y-globulin may be only a part of 
this problem, since therapy with y-globulin 
of recurrent infections in the afquired forms 
of hypogammaglobulinemia and in vaccinia 


= gangrenosa has been ineffective in the ma- 


jority of cases. Good and co-workers?! in 


- a series of studies have demonstrated that 
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agammaglobulinemia is a generalized dis- 
ease of reticulum with more than one dif- 
ferentiation defect in the reticuloendothelial 
system, and recent studies by Gitlin, Hitzig, 
and Janeway ?? reveal that in some patients 
with agammaglobulinemia there are other 
detectable differences in serum proteins such 
as deficiency in -globulins which may play 
a role in the pathogenesis of this process. 
Our thanks to Dr. George Summer, Department 


of Pediatrics, who performed the electrophoretic 
studies. 


Department of Medicine (Dermatology), Uni- 
versity of North Carolina School of Medicine (Dr. 
Dobson). 
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(An Unusual Occurrence of Sporotrichosis 


Eight Cases in One Residence 


Dermatological literature contains numer- 


= ous reports of persons having acquired 
= sporotrichosis by direct inoculation of the 
. skin while handling vegetation or materials 
. on which Sporotrichum schenckii was pres- 


ER. ent. Pardo-Castello and Trespalacios! re- 





E nine cases in Cuba in which injury 


with vegetation produced a sporotrichotic 
chancre followed by the lymphangitic type 
involvement. Brown? cultured S. schenckii 


. from timbers in a South African gold mine, 
and many cases of sporotrichosis occurred 


among the miners who pricked their skins 
on these timbers. Gastineau? found sphag- 
num moss as the focus of sporotrichosis 
among florists. Injury from thorns of the 
barberry shrub was shown by Foerster 4 
to have produced many cases. Gonzalez 5 
described sporotrichosis as a frequent occu- 
pational disease occurring among potters in 
Mexico. 

The purpose of this paper is to present 
eight cases of sporotrichosis of the primary 
cutaneous variety occurring among persons 
living and working in a combination resi- 
dence and store in Juarez, Chihuahua, Mex- 
ico, just across the border from El Paso. 
The attention of one of us (J. B. R.) was 
attracted by the history given by a male 
patient under his treatment for sporotricho- 


— Sis. 


A tour of the residence-store in Juarez 
by the authors revealed eight persons of 
various ages, each of whom either lived or 
worked in the residence, who had lesions 
of exposed skin areas suggestive of sporo- 
trichosis. The important information was 
obtained that one of the items sold in this 
store was a type of pottery which is 


shipped to Juarez from Guadalajara, the 


Submitted for publication Feb. 10, 1960. 
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capital of the state of Jalisco, several hun- 
dred miles to the south in Mexico, and 
which can be considered as the center of 
the Mexican pottery industry. The pottery 
is wrapped in a grass of rather coarse con- 
sistency and packed in wooden crates for 
shipment; the grass is native in the vicinity 
of Guadalajara. 

Frequently one or more pieces of pottery 
in a shipment is broken, and all the persons 
at the store reported having cut themselves 
at one time or another while unpacking the 
crates. Also, the grass from the crates is 


a 


ET. 
heaped behind the store and the children * 


of the house often play among the stacks - 


of grass and bits of broken pottery. 


Report of Cases 


In none of the eight persons examined 
was there any physical or laboratory find- 
ing of significance other than those re- 
corded in the brief case histories. 

Case l.—About one month prior to consulta- 
tion this man, age 20, noticed a small nodule on 
his left forearm which had become a purulent 
ulcer, 2 cm. in diameter, by the time of his 
initial visit to a physician. The chains of lym- 
phatics were markedly involved proximal to the 
ulcer. 

Case 2.—This patient, a man, age 21, had a 
rather superficial ulceration, about 1 cm. in diam- 
eter, on the dorsal aspect of his left wrist. This 
had been developing for about one month. No 
lymphatic involvement was noted. 

Case 3.—The patient was a boy, age 12. A 
granulomatous and crusted lesion, irregular in out- 
line and measuring 12.5 cm., had been enlarg- 
ing slowly for about six weeks in the left eyebrow 
area. 

Case 4.—The patient, a boy age 12, is twin to 
the patient in Case 3. Scattered over the cheeks 
of this young man were several discrete, slightly 
purulent and crusted lesions, 7 mm. or less in 
diameter, which had been noticeable for four or 
five weeks. 
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SPORO TRICOT 


Case 5.—This patient is a girl, age 13. For six 


weeks approximately, lesions varying from 5 mm. 
to 1.5 cm. in diameter had been enlarging on the 
left cheek. There was a definite verrucous ap- 
pearance to these lesions and some had a minimal 
purulent element. 

Case 6.—About eight weeks prior to her exami- 
nation this girl, age 10, had noticed three small 
“warts” on the right side of her upper lip. 
Various chemical caustics had failed to destroy 
the lesions. When examined these verrucous le- 
sions measured 8 to 12 mm. in diameter and clini- 
cally were typical of verrucae vulgares. The bases 
were not indurated. 

Case 7.—The presenting lesions in this child, 
a boy age 3, were masses of furunculoid eleva- 
tions overlying most of the nose and on both 
cheeks. The duration of lesions was six weeks. 

Case 8.—The patient was a woman, age 35. A 
thickened indurated lesion, elevated 5 mm. above 
the skin surface, 23.5 cm. in diameter, had been 
developing slowly on the left shin of this house- 
maid for three months. 


Laboratory 
Positive cultures of Sporotrichum 
schenckii were obtained from the skin le- 
sions of each of these eight patients. No 


organisms were found in the direct micro- 


scopic examination of pus and scrapings 
from the lesions. 

Of more interest in this instance, charac- 
teristic colonies of S. schenckii were grown 


. from two of the specimens of grass ob- 


tained behind the Juarez store. Several 
samples of grass from this source had been 
pulverized and planted on multiple tubes of 
Saboraud glucose agar containing cyclo- 
hexamide, the latter being utilized to inhibit 
the growth of saprophytes. Microscopic 
examination of material from the two colo- 
nies showing cultural characteristics of S. 
schenckii confirmed the identity by demon- 
stration of the unique sporulation pattern 
typical of this fungus. 


Treatment 
In each of the observed cases potassium 
iodide solution was given orally, in the 
appropriate dosage, and all cases were 
healed within a period of eight weeks from 
the inception of treatment. 


Comment 
The source and mechanism of disease 
production in these eight cases add further 
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viously to show that a large majority of 
cases of sporotrichosis are produced by a 
primary injury to the skin followed by. 
contamination of the wound by S. schenckii | 
present on vegetation or other source in | 
the environment. The frequent occurrence — 
of this disease in certain occupations, such 
as potters or florists, is not therefore un- * 
expected. i E 

Sporotrichosis apparently is observed . 
more often in parts of Mexico than in the — 
United States. Dr. Oscar Germes * in Ch 
huahua City, Mexico, informed us recen 
that sporotrichosis has an occurrence of 
approximately 3 cases in every 1,000. pa 
tients seen in a regular private practice O0 1 
dermatology in his city. "o 


PET 


The occurrence of eight cases in one 
household seems rather unique from a . 
study of the literature on this subject. 


Conclusion 


Eight cases of primary cutaneous sporo- E 
trichosis are reported, having occurred in — 
individuals living and working in one resi- 
dence in Juarez, Chihuahua, Mexico. The — 
source of infection was proved to be Sporo- — 
trichum schenckii living on grass which was | 
used in packing pottery for shipment from | 
central Mexico to Juarez. 3 

1900 North Oregon (Dr. Robbins). E 
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There has been considerable concern over 
the possibility of injury to tissues and eyes 
following prolonged exposure to fluorescent 
lamps in view of the energy output of these 


. lamps in the longer ultraviolet. spectrum.! 


3 Nevertheless, there has been no direct evi- 


M TET 


— dence, up to this time, of harm to normal 
eyes or skin resulting from fluorescent 


lighting.* Recently, it has been reported 


. that exposure to this type of lighting may 


produce polymorphic light-sensitive erup- 
tions? Kline and Rusch* have reported 
that albino mice placed under fluorescent 


. lights four to six hours a day, six days a 


week, for one year developed no signs of 
erythema or neoplastic changes of the skin. 


— Griffin et aL,5 studying the effects of fluo- 


rescent light in conjunction with quartz 
mercury vapor, found that albino mice ex- 
posed to the total energy of quartz mercury 
vapor lamps and subsequently housed under 
fluorescent light developed a higher per- 
centage of skin changes than those housed 
in the dark. The same authors reported that 
animals simultaneously exposed to total 
ultraviolet energy and fluorescent light ap- 
peared to be protected to a slight degree 
from the ultraviolet rays. Both effects were 
small, but consistent. 

Griffin et al. observed that methoxsalen 
(8-methoxypsoralen) would activate the 
normally harmless longer portion of the 
ultraviolet spectrum. Albino mice and other 
animals, which are normally not affected by 
exposure to the Wood's type lamp, exhib- 
ited a severe erythematous and subsequent 
carcinogenic response following the oral or 
intraperitoneal administration of methox- 

Submitted for publication Feb. 16, 1960. 
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salen. The present study reports observa- 
tions in albino and pigmented animals 
following prolonged exposure to ordinary 
fluorescent fixtures, both in the absence and 
presence of the photodynamically active 
substance, methoxsalen. 


Methods 


Experimental Animals—Female mice were used 
throughout this investigation. The animals were 
started on these studies when they were approx- 
imately 10 to 12 weeks old. Water and food 
(Purina Laboratory Chow) were provided ad 
libitum. Factors such as room temperature and 
extraneous room light which may affect ultra- 
violet carcinogenesis ° were constant for all groups 
included in the present study. The animals, 20 
to a group, were housed in wire mesh cages and 
exposed at fixed distances from sets of fluorescent 
tubes. 

Lamps were housed in irradiation chambers built 
of wood and covered with adjustable sliding tops 
to reflect the energy in the desired direction. The 
room temperature was maintained at 30 C.* Cali- 
brations of the energy received were made with 
a Hanovia ultraviolet meter.t 

Series I.—This study included six groups of 
mice. 

Groups 1 and 4: Each animal injected intra- 
peritoneally with 0.4 mg. methoxsalen suspension 
daily, six days per week. 

Groups 2 and 5: Dietary methoxsalen, admixed 
in laboratory chow. 

Groups 3 and 6: Controls—no drug, usual diet. 

The animals were exposed at 25 cm. distance 
from a pair of fluorescent tubes mounted under 
a metal reflector. One hour after injection of the 
mice in Group 1, Groups 1, 2, and 3 were ir- 


* Abnormally high or low temperature may alter 
the efficiency of radiation. 

From Hanovia Chemical & Manufacturing 
Company, Newark (5), N.J., No. AV 971, 115 
volts, 60 cycles A.V., 6 watts. 

i Ken-Rad, 28 cm. long, 20 watt, Daylight AC or 
DC. (These lamps emit visible light and longer 
ultraviolet light, but no measurable ultraviolet 
shorter than 3,200 A.) 
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MICE—METHOXSALEN AND FLUORESCENT LIGHT d 

: TABLE lL.—Erythematous and Carcinogenic Response Associated with Administration E 
of Methoxsalen to Albino Swiss Mice Exposed to Fluorescent Light » 
Treatment Results À a 
Group cd 

pa No. Administration Fluorescent Light Gross Observations Final % Tumor Incidence A 


6 tumors (25%) (one an- 


Ears striated & erythematous; 
imal had a tumor on — - 


hairless patches on face; 


6 hours daily for 8 mo. under 
250 ft.-c. of visible light 


1 0.4 mg. methoxsalen I.P., 
1 hour before U.V. expo- 


sure and a total radiation of eyes blurred & whitish each ear) ex 
8.3X10* ergs/sq. cm. Z 
L.U? 
2 0.5 gm. methoxsalen/kg. Normal None 
diet 
3 Controls Normal None 


0.4 mg. methoxsalen I.P., 
1 hour before U.V. expo- 
sure 


24 hours daily for 13 mo. of 
250 ft.-c. of visible light 
and a total radiation of 


Ears moderately damaged, 
thickly keratinized & fur- 
rowed. Opacities on eyes. 


8 tumors (40%), 3 ques- E 


tionable tumors (15%). - 
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9 
yr 


‘pis 





Tem TEET y 2 


diet for 10 mo.; then 1 gm. & edematous tionable tumors (10%) E 

methoxsalen per kg. of = 

diet E 

6 Controls 15 mice normal (7595), 5 mice None NS 

showed slight reddening E 

on ears (25 %) E. 

k * L.U. indicates long ultraviolet (4,000-3,200 A.). Ev 
radiated for six hours, six days a week, for a Group 1: Each animal was injected intraperi- — 

period of eight months. Groups 4, 5, and 6 were  toneally with 0.4 mg. methoxsalen suspension daily, 

irradiated constantly (24 hours daily) for 13 five days per week. E 


ony 


oe 
ia voL. 
E a a wb so 


5 0.5 mg. methoxsalen/kg. 


6.8X 10? ergs/sq. cm. L.U. * 


Ears slightly irritated, red, 





months (9,432 consecutive hours). Group 5 re- 
ceived dietary methoxsalen at a concentration of 
05 gm/kg. laboratory chow for the first 10 
months, and thereafter the concentration was in- 
creased to 1 gm/kg. chow for an additional 3 
months. Following the period of irradiation, one 
month was allowed for observation, at which time 
the animals were evaluated and the findings were 
recorded as shown in Table 1. 

Series II.—In this experiment, the erythematous 
effect of intraperitoneally injected methoxsalen 
was evaluated in relation to the amount of natural 
pigment present. For this purpose, four groups 
of mice, each comprising 20 female mice, were 
selected as follows: 

Group 1: Swiss albino mice 

Group 2: Mice of varying intensities of gray 

Group 3: Black mice 

Group 4: Swiss albino mice (controls) 

All animals were constantly maintained 24 hours 
a day, seven days a week, at 25 cm. distance from 
a set of four fluorescent tubes 8 for a period of 
one year. The tumor incidence and degree of 
erythema were evaluated as shown in Table 2. 

Series III.—In this study, the production of pig- 
ment by the combination of methoxsalen and ex- 
posure to fluorescent light was evaluated. Female 
mice of the CsH strain were divided into four 
groups of 15 animals per group. 


8 General Electric, 30 cm. long, 30 watt, Daylight 
AC or DC. 


H akim et al. 
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Group 2: Methoxsalen was included in diet (1 
gm/kg. laboratory chow). 


Group 3: No drug. Controls for methoxsalen. = 


Group 4: No drug. Controls for fluorescent 
light. 

Groups 1, 2, and 3 were exposed to the fluorescent 
source at a distance of 25 cm. for 24 hours a day, 
four days a week. The light source was a set 
of three fluorescent tubes,| and the animals were 
exposed for a period of eight months. During 
the complete period of exposure, Group 4 was kept 
in a dark closet. Results of this experiment are 
shown in Table 3. 


Results 


Daily intraperitoneal administration. of 
methoxsalen just prior to six hours of ex- 
posure to fluorescent light resulted in mild 
to moderate erythema of the ears. After 
eight months of this treatment, most of the 
mice developed scar tissue on the edges of 
the ears, and a few tumors were evident 
(Group 1, Table 1, also Fig. 1). It is thus 
apparent that" light of longer wavelength 
may initiate extensive alterations in the 
skin if activated by a _ photosensitizing 

|| General Electric, 30 cm. long, 30 watts, Day- 
light AC or DC. 
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TABLE 2.—Erythematous and Carcinogenic Response Associated with Intraperitoneal Injection of — 














bo Methoxsalen in Mice of Varying Degrees of Pigmentation Exposed to Fluorescent Light | 
EV Treatment Results 
E. Group 
E No. Methoxsalen Administration Fluorescent Irradiation * Gross Observations Final 95 Tumor Incidence 
1 24 hours daily for one year Severe burns of face, tail, & 100 % 
Swiss under 1,400 ft.-c. of visi- limbs. Ears erythematous, s 
albinos ble light and a total ra- cornified, & deformed. can 
diation of 3 
2 0.4 mg. injected intra- ^ 39X10*ergs/sq. cm. of Burned, though to a lesser 60 95 
Gray peritoneally daily, 5 which: extent than Group 1, de- 
days a week for 8 mo. 30X10 * ergs/sq. cm. L.U. pending on degree of nat- 
^ 4.7 X10* ergs/sq. cm. M.U. ural pigment. Large pat- 
3.2X10* ergs/sq. cm. S.U. ches of regenerated white 
fur on face and back. 
3 Ears slightly thickened & None 
Black furrowed. No visible ery- 
thema. Small patches of re- 
generated white fur on face 
& back 
4 Controls Normal None 
Swiss No drug. 
albinos 





* L.U. indicates long ultraviolet (4,000-3,200 A.); M.U., medium ultraviolet (3,200-2,800 A.); S.U., short ultraviolet (2,800-2,450 A.) 


. chemical. Continuous exposure to the fluo-  intraperitoneally to albino mice, black mice, 
_rescent lamps produced an even more dras- and to a group of intermediate mice in 
E tic tissue response. The daily I.P. injection which the fur varied in color between light 
. of methoxsalen in albino mice under these gray and deep gray. The radiation intensity 
1 conditions resulted in severe damage to the of the fluorescent tubes used for these ani- 
. ears and eyes, and approximately half of mals was four times higher than that of the 
- these animals developed tumors (Table 1, tubes used in the preceding series as re- —- 
Group 4). Dietary administration of meth- ported in Table 1. Within 15 days all of — - 
oxsalen appeared to initiate similar changes the albino mice displayed a visible erythema — 
but at a considerably lower rate. The non- on both ears. This was followed by hemor- 
drug-treated controls for this series (Group — rhagic spots, loss of hair, and opacities in 
— 6, Table 1) remained essentially normal the eyes. Scarification of the eyes became 
— throughout this eight-month period of con- so severe that the animals were unrespon- | 
-~ tinuous exposure to the fluorescent light. sive to visual and even mechanical stimuli. i 
E In the second series of animals (Table 2), In some mice, the eyes were completely — — 
E also maintained under continuous fluores- destroyed, and adhesions developed between — — 


E cent light, methoxsalen was administered the lids. The percentage of tumors reached 


U 
` 
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Ss TABLE 3.—Pigmentogenic Response Associated with Methoxsalen Administration aa 
E. to CH Mice Exposed to Fluorescent Light 
= “a 
d $: L Treatment 
-Group 
= A No.  Methoxsalen Administration Fluorescent Irradiation Observations | 
E» 3 
E 1 0.4 mg. methoxsalen intraperito- 24 hours daily for 8 mo. under 1,200 ft.-c. Tips of ears furrowed; visible spotted 
S, neally daily 5 days a week. of visible light and a total U.V. ra- pigmentation on ears 
x e  diation of 16.7X10* ergs/sq. cm. of 
E 2 1 gm. methoxsalen/kg. diet which: Deep, uniform tan; no burns or ery- 
E | 13.6X10* ergs/sq. cm. of L.U. thema 
Y 3 Controls 10.2X10* ergs/sq. cm. M.U. Slight tan accompanied by erythema 


20.6X10* ergs/sq. cm. S.U. 
4 Controls Kept in total darkness. No change 
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| MICE-METHOXSALEN AND FLUORESCENT LIGHT 





Fig. 1—Effect of administration of methoxsalen 
on mice maintained for six hours daily under the 


fluorescent light. Control mouse; mouse fed 
methoxsalen in diet; mouse injected with methox- 
salen. 


100% within eight months, and some ani- 
mals had multiple tumors (Group 1, 
Table 2). 

Gray mice began to display erythema be- 
ginning on the 15th day. The lightest shades 
were burned first and also more severely, 
while the darker animals showed less dam- 
age. Some areas of the face and back 
displayed poliosis (regenerated pigment-free 
hair), indicating that the erythema interfered 
with pigment production. The black mice 
were the most resistant to irradiation ; never- 
theless, there were slight changes in the 
texture of their ears starting about the third 
month of irradiation, and later smaller white 
patches of pigment-free fur appeared (Group 
3, Table 2). The extent of erythemal re- 
sponse in the gray and black animals is 
illustrated in Figure 2. 

In the third series the pigmentogenic ef- 
fect of methoxsalen was studied in C4H 
female mice. Intraperitoneal injections in- 
duced erythema and scattered pigment for- 


mation, while methoxsalen in the diet 
caused a more uniform pigmentation 
(Fig. 3). The nondrug control group 


maintained under the fluorescent light dis- 


Fig. 2.—Effect of injected methoxsalen upon 
gray and black mice maintained for a 10-month 
period under fluorescent light. 
displayed by the gray mouse. 


More damage is 
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Fig. 3— Effect of wiiistration of methoxssits 


on C;H female mice maintained under the fluores- 
cent light. Control mouse injected with methoxsalen 
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Ng 


showing erythema and scattered pigment forma- 


tion; 
uniform tan. 


played some erythema, while the absolute | 
control group kept in total darkness showed 


no change (Table 3). 


Comment 


Throughout these studies it was repeat- 
edly observed that prolonged exposure of 
either albino or pigmented mice given meth- 


oxsalen to ordinary fluorescent light would . 


initiate erythema and tumor formation. 


mouse fed with methoxsalen displaying a m 


E. 
‘ ‘aa 


Since the non-drug-treated controls in all . 


instances could withstand the same fluores- 


cent exposure with little or no evidence of 


pathological change, we believe that the © 


methoxsalen was responsible for activation 
of some portion of the fluorescent spectrum 
which in turn initiated the dramatic tissue 
response observed in these studies. From 
past observations it has been shown that 
exposure of methoxsalen-treated animals to 


ultraviolet light of longer wavelengths (i.e., 


Wood's lamp with maximum emission at 
3,660 A.) would produce drastic erythema, 
tissue burns, and a high incidence of tu- 
mors. A small percentage of the energy 
output of fluorescent tubes is in the longer 
ultraviolet spectrum.^? By direct analogy 


with the previous ultraviolet studies, it ` 
would appear that the output of longer- . 


spectrum ultraviolet light by the fluorescent 
lamps in combination with the methoxsalen 
was responsible for the erythema and tu- 
mors noted in the current studies. Indeed, 
there is ample evidence that the psoralen 


compounds are most effective in initiating - 


tissue reactions if the activating ultraviolet 
exposure is close to 3,600 A. Exposure of 


143/575 






_ methoxsalen-treated mice to Wood's lamp 
produced a greater erythemal response than 


equivalent exposure to high-voltage mer- 
cury lamps with a high output in the mid- 
ultraviolet range.” Also it was shown that 


 methoxsalen had little or no effect in alter- 


ing the erythemal or carcinogenic response 
resulting from the exposure of animals to 
lamps with the principal output at 2,537 A.® 

At this time the mechanism of action of 


methoxsalen in the activation of ultraviolet 


light is still obscure. Worthy of notice is 
the fact that the group receiving dietary 
methoxsalen and exposed to fluorescent 
light (Group 5, Series 1) remained normal 
in appearance until the concentration of 
methoxsalen was raised from 0.5 gm. to 1 
gm/kg. This observation is in accord with 
the previous observations of O’Neal® re- 
garding the lethal threshold of methoxsalen 
with concomitant ultraviolet exposure. It is 
known that methoxsalen does absorb 
strongly in the regions of 2,500 A., which 
may possibly account for some of the ob- 
served effects. The contrast between the 
minimal effect at 2,537 A. and the maximal 
effect at 3,600 A. upon the erythematous 
response ê could also be explained in terms 
of skin penetration, since 2,537 A, is ab- 
sorbed by the stratum corneum before it 
reaches the viable cells. It would also ap- 
pear that this drug, or metabolites thereof, 
are capable of absorbing or encompassing 
the longer waves of the ultraviolet spectrum 
(3,200-4,000 A.), which are normally harm- 
less, and converting this spectrum into very 
active wavelengths. This effect has been 
shown in animals and in man. Another 
possible explanation is that the photoactive 
psoralen or its metabolites may acquire 
fluorescing properties following irradia- 
tion with longer ultraviolet-spectrum light. 
The fluorescent bands could in turn initiate 
the changes noted above. At any rate, the 
combination of this otherwise innocuous 
longer-wavelength ultraviole with methox- 
salen is capable of producing rather severe 
tissue reactions. 

The importance of the findings in these 
experiments resides in the fact that the 
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wavelengths emitted by  fluorescent-light 
tubes can induce injurious photodynamic 
reactions when associated with photosensi- 
tive compounds such as methoxsalen. This 
drug was shown to induce erythematous 
and neoplastic changes in mice maintained 
under fluorescent light. Intraperitoneal ad- 


ministration of the methoxsalen was more | 


effective in this respect than oral adminis- 
tration; this is probably attributed to a 
greater concentration of the drug or its 
metabolites in the tissue being exposed to 
the fluorescent lamp. Dietary administra- 
tion of methoxsalen also appeared to aug- 
ment pigmentation in C3H mice maintained 
under fluorescent light, while intraperitoneal 
injections of methoxsalen induced a more 
severe response which included erythema 
and scattered pigmentation. The degree of 
damage an animal received was inversely 
related to the amount of pigment present. 
The results of these studies on pigment pro- 
duction are in essential agreement with the 
clinical observations of Fitzpatrick et al.? 


summary and Conclusions 


Mice of varying degrees of pigmentation 
were given methoxsalen either in the diet 
or injected intraperitoneally, and exposed 
to ordinary fluorescent lamps. This treat- 
ment produced a severe erythematous 
response, and a large percentage of the ani- 
mals developed tumors on the ears. We are 
of the opinion that the small emission of 
these lamps in the longer ultraviolet spec- 
trum is responsible for this effect. Pig- 
mented strains of mice were more resistant 
to these pathological changes, as would be 
expected. CH mice, given methoxsalen, 
appeared to gain additional pigment when 
exposed to the fluorescent light. The im- 
portance of these observations resides in 
the fact that exposure to an otherwise 
harmless light source results in a severe 
erythematous and potentially carcinogenic 
response when the animal has been pre- 
viously treated with a photodynamic drug 
such as methoxsalen. 
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Superficial Chemosurgery 


= SAMUEL AYRES, III, M.D., Los Angeles 


Liquid phenol, despite its toxicity when 
E or absorbed in sufficient quantity 
= from broken or even intact skin,"* can be 
F Eii ely used on the latter provided that the 
al rea of application is limited. This is a re- 
a : ort on the results following its topical ap- 
plication during the past three years to 
E & senile, actinically damaged, and/or wrinkled 
= Phenol is a protoplasmic poison, coagulat- 
= ing protoplasm ?** and producing an immedi- 
- ate white appearance when applied to the skin, 
followed by erythema in an hour or more, 
= with subsequent formation of a crust. This 
— A erust usually separates in a week or so, dur- 
= ing which epidermal regeneration occurs. 
- Serous exudation and considerable edema 
. may occur for a few days. Persistent crust- 
— ing and fissuring may occur, especially on 
= the neck. The erythema associated with the 
— newly regenerated epidermis gradually fades 
- over a period of several weeks. 

The liquid phenol is applied on a cotton 
applicator blotted partly dry. It has been 
— found that if the area is immediately wiped 
- with either water or alcohol the cauterant 
~ effect of phenol is somewhat lessened, pre- 
sumably due to a simple washing away of 
the material, but that 1f more than a few 
seconds elapse, the subsequent application 


É Submitted for publication Feb. 19, 1960. 

= 3 Photography by Avis Gregersen, B.S., F.B.P.A. 
! From the Department of Dermatology, Univer- 
sity of Southern California School of Medicine 
(Dr. Maximilian E. Obermayer, Chairman), the 
Surgical Planing Clinic (Dr. Samuel Ayres, IIT, 
Director), of -the Dermatology Service, Los 
jag = Angeles County General Hospital, and the private 
Tea . practice of the author. 


EC 
.. 146/578 


ne 
E 
M , 
z, 
x 


of alcohol appears to have no value in re- 
ducing this cauterant effect. 

The depth of penetration of phenol was 
measured on biopsy specimens and found to 
be approximately 0.3 to 0.4 mm., so that its 
effect is to destroy the epidermis and upper- 
most dermis, but it is not sufficiently pene- 
trating to be effective against acne pits, 
unless they are very superficial. 

In this study, areas usually no larger than 


approximately 8 to 10 cm. in diameter (and - 
frequently smaller) have been treated at a - 


single session, with application to subse- 
quent areas at intervals of two to three or 
more days. When the areas of application 
are kept small and the intervals between ap- 
plications are several days to a week or more 
apart, repeated urinalyses ! have usually re- 
vealed no albumin, red blood cells, or casts. 
However, when phenol is applied repeatedly 


SN CET 


at intervals of two or three days, especially 


if to areas substantially greater than 10 cm. 
in diameter, albuminuria (a trace to 1+) 
may occur. This usually is under 30 
mg/100 ml. on quantitative determination, 
but on occasion 50 mg. has been found. Un- 
der these circumstances mild changes in the 
sediment may also be present, such as hyaline 
or finely granular casts in small numbers. 
These findings are transient, lasting from 
a few days to as much as a few weeks. 


The ferric chloride test for phenolic com- 


pounds in the urine *® may be positive on 


some occasions and negative on others when- 


determined daily following phenol applica- 
tion. In one patient it remained positive for 


six weeks after the last phenol application. 
even though the urine had become otherwise. 
essentially normal after four to five weeks. 
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DERMAL CHANGES—CHEMICAL CAUTERANTS 


Fig. l.—Biopsy speci- 
men taken before phenol 
application to the postero- 
lateral aspect of the neck 
of a light-complexioned 
man, age 76, with cutis 


rhomboidalis nuchae. 
Elastic fiber stain; re- 
duced 13% from mag. 


X 50. Marked basophilic 
degeneration of the upper 
collagen (elastotic degen- 
eration) is seen. Figures 
1, 4, 5, and 6 are all from 
the same patient, shown 
clinically in Figure 7. 


Thus there is conclusive evidence that 
phenol is absorbed even from the limited 
areas of application employed with this tech- 
nique, although the amount is not sufficient 
to cause clinically significant toxic effects 
if caution is observed. Nevertheless, it serves 
to emphasize the necessity of close medical 
supervision when using phenol for what 
might appropriately be termed superficial 
chemosurgery. 

Following liquid phenol application to the 
posterolateral aspect of the neck of a 76- 





Ayres 





man with severe 
actinic changes resulting in typical cutis 
rhomboidalis nuchae, a superficial necrotic 
slough and crust formed which separated 
in 7 to 10 days. Repeated biopsies show 
that epidermal regeneration occurs in the 
same fashion as that following abrasion,” * 
proceding out from the portions of the 
cutaneous adnexa remaining below the level 
of chemical destruction and forming a new 
epidermis in 7 to 10 days. Biopsies from the 


year old, fair-skinned 


* Cf. also references cited therein. 


Fig. 2.—Two days after 
phenol application to the 
face of a 67-year-old 
white man. Hematoxylin 
and eosin stain; reduced 
13% from mag. X 50. 
Tongues of new epidermal 
cells have begun to pro- 
liferate from the portions 
of a hair follicle below 
the level of chemical de- 
struction. Immediately 
above and adjacent is the 
“ghost” of the old chemi- 
cally destroyed epidermis, 
pale-staining and lacking 
in cellular detail, yet 
readily recognizable. The 
chemical destruction ex- 
tends into the uppermost 
dermis. 
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face of a 67-year-old white man show com- 
parable results (Figs. 2 and 3). At two days 
there is partially regenerated epidermis be- 
neath the pale-staining “ghost” of the old 
chemically destroyed yet still recognizable 
epidermis and necrotic uppermost dermis 
(Fig. 2). By 4 days the epidermal regenera- 
tion is nearly complete and by 5 days to 
1 week it is usually complete on the face, 


Fig. 3.—4, one week 
after phenol application to 
the face (same patient as 
in Figure 2). Hematoxylin 
and eosin; reduced 846 
from mag. X50. Epi- 
dermal regeneration is 
complete but the new epi- 
dermis is relatively thin. 
Dermal regeneration has 
not yet begun. There is 
a moderate inflammatory 
infiltrate in the dermis. 
B, one week after tri- 
chloracetic acid applica- 
tion to the face (same 
patient as in Figures 2 and 
3A) Specimen was from 
an area immediately ad- 
jacent to that shown in 
Figure 34. Hematoxylin 
and eosin; reduced 8% 
from mag. X 50. The re- 
action is much more in- 
tense and more profound 
than that following phe- 
nol application. The pale- 
staining homogenous 
“ghost” of the old epi- 
dermis is seen, with the 
similarly appearing upper 
portion of a hair follicle 
evident in the left portion 
of the photomicrograph. 
The heavy crust is most 
marked on the right, and 
beneath the old epidermis 
is a rather thick zone of 
dermal necrosis. Below 
this, new epidermal pro- 
liferation is occurring, in 
continuity with the folli- 
cles from which the cells 
were derived. 
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though 10 days or more may be required 
on the neck. Just as following planing, 
epidermal regeneration is more rapid on the 
face than on other areas because of its much 
richer supply of cutaneous adnexa. 

Dermal regeneration follows epidermal 
regeneration just as it does after abrasion.” 
This is evidenced by the formation of young 
connective tissue, containing numerous fi- 
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broblasts, beneath the epidermis at two and 
three weeks (Fig. 4). It also appears as 
delicate black argyrophylic fibers with a 
reticulum stain at this time, but stains as 
mature collagen by three months. The new 
epidermis is flat at first, but is acanthotic by 
two to three weeks, becoming relatively nor- 
mal by two months (Figs. 3-5). 

A biopsy specimen from an untreated area 
of the neck of this patient shows marked 
basophilic degeneration and homogenization 


Fig. 5—Two months 
postphenol. Elastic fiber 
stain; reduced 13% from 
mag. X 50. The epidermis 
is nearly normal. There 
is a zone of new collagen, 
now mature, showing 
a conspicuous horizontal 
orientation, separating the 
epidermis and the baso- 
philically degenerated col- 
lagen remaining below the 
level of phenol destruc- 
tion. Compare with Fig- 
ure 1. 


Ayres 


Fig. 4—Two weeks 
postphenol. Elastic fiber 
stain; reduced 13% from 
mag. X 50. The epidermis 
is acanthotic. New dermal 
connective tissue contain- 
ing many young, pale- 
staining fibroblasts is 
forming between the new 
epidermis and the old, 
basophilically degenerated 
collagen. 


of the collagen in the upper cutis (Fig. 64), 
whereas a specimen taken from the adjacent 
skin one year after phenol application shows 
a zone of normally staining collagen about 
0.3 to 0.4 mm. in thickness, with a hori- 
zontally striated pattern, above the re- 
maining basophilically degenerated collagen 
(Fig. 6B). 

Clinically, the skin two years after phenol 
application remains relatively smooth with 
considerable diminution in wrinkling and 
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is moderately elastic on palpation in contrast 
to the markedly wrinkled and flaccid ad- 
jacent untreated weather-beaten skin. The 
treated skin is also relatively light in color 
in contrast to the blotchy pigmentation and 
freckling of the untreated skin (Fig. 7). 
In all respects, then, both clinically and 
histologically, the results of ph&nol applica- 
tion closely parallel those following a super- 


ficial abrasion.” + 


+ Cf. also references cited therein. 
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Fig. 6.—4, untreated 
area on the right postero- 
lateral aspect of the neck 
of patient shown in Fig- 
ures 1, 4, 5, 6B, and 7. 
Hematoxylin and eosin; 
reduced 15% from mag. 
X50. Photomicrograph 
shows marked basophilic 
degeneration and homog- 
enization of the collagen. 
For comparison, see 6B. 
B, one year postphenol of 
patient shown in Figures 
1, 4, 5, 6A, and 7. Biopsy 
specimen was taken from 
area immediately adjacent 
to the control specimen 
shown in Figure 64. 
Hematoxylin and eosin; 
X50. Zone of new col- 
lagen as described in 
Figure 5 is shown, which 
measures approximately 
0.3 to 0.4 mm. in thick- 
ness, beneath which is 
the old homogeneous, 
basophilically degenerated 
collagen below the level 
of previous phenol de- 
struction. 


Phenol application is a useful adjunct to 
surgical planing, especially in technically 
difficult areas, such as close around the eyes, 
although it is obvious that great care is 
necessary when using phenol here. 

When done solely or primarily for cos- 
metic reasons, superficial chemosurgery must 
be extensive over the face and neck, with 
careful blending of adjacent areas, or a con- 
spicuous contrast between treated and un- 
treated areas will result, just as is the case 
when planing is done on aging skin.* 
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Fig. 7.—Right posterolateral aspect of the neck 
of a 76-year-old man with cutis rhomboidalis 
nuchae, representing severe actinic degenerative 
changes. Actinic keratoses were originally present 
also. The darker areas immediately behind and 
below the ear represent skin which was purposely 
left untreated as a control and show the typical 
marked wrinkling and irregular hyperpigmenta- 
tion. This is the site of biopsy specimen shown 
in Figure 64. The light area posterior to this 
(left side of photograph) shows the appearance 
two years after liquid phenol application and is 
relatively smooth, with increased elasticity on 
palpation. It is also considerably less wrinkled 
and is relatively hypopigmented compared to the 
untreated areas. This is the site of biopsy specimen 
shown in Figure 6B. The light area on the anterior 
neck and face (right side of photograph) was 
surgically planed five years previously.’ (This is the 
same patient shown in Reference 7, Ayres, S., III ; 
Wilson, J. W., and Luikart, R. II: Dermal 
Changes Following Abrasion, A.M.A. Arch. 
Dermat. 79:553, 1959; Figures 1B, 3A, and 3B 
of that article.) 


Experience thus far indicates that phenol 
application has some prophylactic effect 
against the development of precancerous 


actinic keratoses and skin cancer by remov- 
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ing sundamaged epidermis and uppermost 
dermis and replacing them with new epider- 
mis and uppermost dermal connective tissue, 
but it should be anticipated that, just as fol- 
lowing abrasion for this purpose, the pre- 
ventive effect is relative, not absolute." 

Phenol application has shown very definite 
value in the treatment of wrinkles (Figs. 
8, 9), providing results comparable to and 
in some situations superior to those from 
surgical planing,* although, depending upon 
the depth and type of wrinkling, two or more 
applications to a given area at subsequent 
sessions may be needed, allowing time for 
regeneration to take place before retreating. 
superficial chemosurgery has the advantage 
over planing of being more readily accepted 
by apprehensive persons, but the limitation 
in area that can be safely treated at a given 
session imposed by the necessity of avoiding 
undue absorption of phenol requires a longer 
period of relative inactivity of the patient 
due to his appearance. 

Dasically, then, the application of liquid 
phenol should be thought of as a useful ad- 
junct to surgical planing, complementing it, 
but by no means replacing it. In the treat- 
ment of most types of pitted acne scars, 
planing is clearly the best available method, 
and even with actinic skin and wrinkles, 
planing may be required for optimum bene- 
ht where more than a superficial depth of 
destruction is desired. 





Fig. 8—4, woman 
aged 73 with marked 
wrinkling, before phenol 
application; B, same pa- 
tient as in Figure 8A 
about one year after 
phenol application. Most 
areas were treated two or 
three times during a 
period of several weeks. 
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Fig. 9—A, woman aged 62, with moderate to 
marked wrinkling and persistent freckles, before 


X phenol application; B, same patient as in Figure 


94, four months after one phenol application. 


The author has seen several instances of 
severe hypertrophic scars following what 
was believed to be the application of phenol 
or other cauterants by nonmedical persons, 
in which the technique and schedule em- 
ployed was apparently substantially different 
from that used here. This has not occurred 


. in the author's experience following the use 


of phenol as described. 

Trichloracetic acid has been used by the 
author in a very limited fashion for super- 
ficial chemosurgery, and microscopic and 
clinical observations indicate that it has 
definite value (Fig. 35). However, its de- 
structive effect is considerably greater than 
that of phenol, and consequently it must be 
used with much greater caution, limiting it 
to small areas in which the skin is thick. 
Its use on thin-skinned areas may result in 
ulceration, healing by granulation, and hy- 
pertrophic scarring. 

A mixture of equal parts of phenol, 
trichloracetic acid, and alcohol, advocated by 
Dennie for the treatment of freckles, len- 
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tigines, etc., has also been used by the author 
in the treatment of aging and actinically 


damaged skin. The results appear to be com- 
parable to those of liquid phenol alone. 


summary and Conclusions 


Liquid phenol is absorbed from the intact 
skin, but if the amount applied at a given 
session is carefully restricted, and subse- 
quent applications are not too frequent, it 
is practical to use it as a chemical cauterant 
in order to destroy the epidermis and up- 
permost dermis, with subsequent regrowth 
of new epidermis, followed by the forma- 
tion of new dermal connective tissue just 
beneath the epidermis. 

Following liquid phenol application to 
senile skin of the posterolateral aspect of 
the neck showing marked actinic changes, 
the collagen of the upper dermis, which had 
shown severe basophilic degeneration before 
treatment, was replaced by a relatively broad 
zone of new, normally staining collagen. 
Clinically, the treated skin is much more 
youthful appearing and elastic to palpation, 
compared to the adjacent untreated skin. 
These changes persist at the time of writing 
more than two years after phenol applica- 
tion. 

The clinical and histologic changes follow- 
ing phenol application to the face and neck 
closely parallel those following abrasion. 

The application of liquid phenol to the 
face and neck (limited areas at a time being 
treated) is effective in lessening wrinkles 
and actinic skin changes, either when used 
alone or as an adjunct to surgical planing 
(dermabrasion). It appears to have some 
value as a prophylactic measure against 
skin cancer and precancer. 

Trichloracetic acid produces similar but 
considerably more intense destructive effects 
compared to phenol, thus limiting its use to 
small areas in which the skin is thick. 
Whereas the application of phenol produces 
results comparable to a superficial planing, 
trichloracetic acid is roughly comparable to 
a deep planing in its effect. 
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The term superficial chemosurgery might 
properly be applied to the use of chemical 
cauterants in treating actinically damaged, 
aging and wrinkled skin, persistent freckles, 
and acquired (senile) lentigines. 


2007 Wilshire Blvd. (57). 


Addendum 


Since this paper was submitted for pub- 
lication, the author has used trichloracetic 
acid in various dilutions in order to obviate 
the hazards of phenol absorption and at the 
same time avoid the oftentimes excessive 
cauterant effect of full strength trichloracetic 
acid. 

It has been found that a concentration 
of 25% to 50% trichloracetic acid (varying 
with the area to which it is applied) pro- 
duces a cauterant effect roughly comparable 
to that of pure phenol. 

Inasmuch as abnormal urinary findings, 
as described in this paper, do occur fol- 
lowing phenol application, if the area treated 
at a given session 1s sufficiently large or the 
frequency of application is sufficiently great 
(one case in which the phenol applica- 
tion was moderately intensive had mild 
albuminuria and a positive urinary test for 
phenolic compounds for several months fol- 


lowing treatment) it is s the author's con- a 
clusion that diluted trichloracetic acid is to . 
be preferred to pure phenol when superficial d 
chemosurgery is to be both extensive and . 
intensive. = 
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© Erythema toxicum neonatorum is a com- 
- mon condition, occurring in approximately 
= one-third of the infants examined by Taylor 
and Bondurant.1 These authors gave the 
2 E presentation of this disease in the 
. American dermatological literature, empha- 
E. > Sized that erythema toxicum neonatorum is 
: _a definite disease entity, and gave an excel- 
lent description of the clinical picture. The 
— disease appears within the first three to four 
Eds of life as erythematous macules, pap- 
- ules, pustules, or combinations of these 
- lesions. The eruption generally disappears 
by the sixth day of life. Lüders? recently 
— reported the first description of the histo- 
E Ec changes that occur with the disease. 
- The present paper presents our histopatho- 
logic findings in 10 cases. 


Material and Methods 


The present study was performed on biopsy 
. tissues obtained from 10 erythema toxicum neo- 


E = Submitted for publication Feb. 20, 1960. 
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E Histopathology of Erythema Toxicum Neonatorum 


ROBERT G. FREEMAN, M.D.; RACHEL SPILLER, M.D., and JOHN M. KNOX, M.D., Houston, Texas 


natorum patients showing typical erythematous, 
papular, or pustular lesions. Cases were selected 
to show early and late lesions of all forms, includ- 
ing three predominantly erythematous, three pre- 
dominantly papular, two papulopustular, and two 
pustular lesions. The biopsies were performed in 
the routine manner using a 4 mm. biopsy punch. 
Each specimen of tissue was fixed in 10% formalin, 
embedded in paraffin, serially sectioned, and 
stained with hematoxylin and eosin. Every third 
section was stained with periodic acid-Schiff tech- 
nique. 


Results 


The histopathologic findings were as fol- 
lows: 


1. Macules and Erythematous Areas. — 


The changes consisted of edema in the | 


upper dermis associated with a mild cellular 
infiltration that was perivascular and diffuse 
in distribution. The infiltrating cells were 
predominantly eosinophilic leukocytes plus 
a few neutrophilic leukocytes and mononu- 
clear cells (Fig. 1). While hair follicles 
and sweat glands were seen in involved 
areas, there was no clear relation of these 


Fig. 1.—Section from a 
macular lesion. There is 
edema in the upper dermis 
and a diffuse and perivas- 
cular infiltrate of eosino- 
phils. 








= w t e y EZ» 


ge 


ERYTHEMA TOXICUM NEONATORUM 





structures to the cellular infiltration in the 
macular lesions. 

2. Papules.—The papular lesions showed 
similar though more pronounced edema and 
cellular infiltration (Fig. 2). The unusual 
and characteristic finding was the predomi- 
nance of eosinophilic leukocytes. In most 
sections this reaction appeared to be most 
intense about the superficial one-half of 
pilosebaceous structures with the sebaceous 
gland generally being uninvolved. The 
eosinophilic infiltration extended into the 


Fig. 3.—Section from a papu- 
lopustular lesion demonstrating 
acanthosis and a small intraepi- 
dermal vesicle containing eosino- 
philic leukocytes. Edema and 
eosinophilic leukocytes in the 
dermis are also noted. 
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Fig. 2.—Section from a 
papular lesion. showing 
more pronounced edema 
and eosinophilic infiltra- 
tion. There is also slight 
acanthosis plus an exocy- 
tosis of inflammatory 
cells into the epidermis. 


T 


» ee 


epithelial layers of involved hair follicles 
and the adjacent epidermis. In a few in- 
stances a similar relationship to eccrine 
sweat glands and ducts was suggested. In 
some instances there was a mild acanthosis 
of the overlying epidermis (Fig. 3). 

3. Pustules—The pustules were found 
to be subcorneal or intraepidermal in posi- 
tion and related to the orifice of piloseba- 
ceous structures in most instances. They 
appeared to be formed by the transmigra- 


tion of eosinophilic leukocytes. Pustules 
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Fig. 4.—Section demon- 
strating a typical pustular 
lesion. The pustule is sub- 
corneal and related to a 
hair follicle. 


varied in size from small focal intraepider- 
mal accumulations of eosinophilic leukocytes 
(Fig. 3) to large intraepidermal or subcor- 
neal spaces filled with eosinophils and a few 
neutrophilic leukocytes (Fig. 4). The der- 
mal changes seen in papular lesions were 
also present in those with pustules. 


Comment 


The exact nature of this condition is 
obscure. Moro? and Leiner * attributed the 
eruption to absorption of intestinal toxins. 
Additional theories include allergy, mechan- 
ical and chemical irritations, and various 
other toxic or injurious substances of in- 
ternal or external origin. Dacterial culture 
studies have been negative. The predomi- 
nance of eosinophilic leukocytes has often 
been interpreted as supporting the allergic 
theory; however, it has been shown that 
the newborn infant will often manifest an 
eosinophilic response to nonspecific stim- 
üli.97 

In general the findings described above 
support those of Lüders? who related the 
primary lesion to hair follicles. In early 
macular lesions, however, thege was edema 
and an infiltrate in the dermis that was not 
related to follicles. Also in some sections 
there appeared to be a relation to sweat 
ducts, and this possible involvement of 
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sweat ducts should be clarified by further 
investigation. 

This condition should be strongly consid- 
ered in any eruption occurring in the first 
week of life. Its differentiation from 
staphylococcal pyoderma is of practical im- 
portance. Differentiation of these two con- 
ditions can generally be made by the 
cytologic examination of the contents of a 
pustule. Eosinophilic leukocytes will be 
found in a smear from a case of erythema 
toxicum neonatorum while neutrophilic 
leukocytes will be seen in pyoderma. Bac- 
terial cultures may also be a valuable aid 
since uncomplicated cases of erythema tox- 
icum neonatorum yield negative results. In 
addition, the onset of erythema toxicum 
neonatorum occurs within the first three to 
four days of life, whereas the onset of pyo- 
derma is most frequently on the fifth day of 
life or later.’ 


Summary 


The histopathologic changes in 10 cases 
of erythema toxicum neonatorum are de- 
scribed. Erythematous macules, papules, 
and pustules were studied, and the signifi- 
cant findings for each type of lesion are 
presented. 
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à : 2 Hydroa aestivale is characterized by the 
- occurrence during the spring and summer 
= months of polymorphous lesions on the 
E skin of persons who are usually 
in the younger age group. The lesions in- 
clude macules, papules, vesicles, blebs, 
: E zematous patches, and wheal-like areas, 
ind the sites of predilection are the face, 
ears, neck, hands, and forearms. Several 
sepa rate areas of skin are usually involved 
rat ther than diffuse involvement of large 
- Ex posed regions. Some of the lesions, es- 
pecially the blebs, become crusted and heal 
E ‘with vaccinia-like scars. Although there is 
. some controversy in regard to the sex in- 
‘ - cidence,* males seem to predominate.” The 
disorder frequently improves or disappears 
at puberty although persistence into the 
"fourth or fifth decade has been recorded. 
(We suspect that some of the older pa- 
ti ents may have had porphyria.) Another 
symptom complex, hydroa vacciniforme, is 
- regarded by some authors as only a more 
. severe form of hydroa aestivale and by 
- others as a separate clinical entity charac- 
_ terized by early age of onset of the symp- 

Submitted for publication March 10, 1960. 
_ Professor of Dermatology (Dr. Wheeler), Pro- 
fessor and Chairman of Department of Dermatol- 
' (Dr. Cawley), School of Medicine, University 
B Virginia, Dermatologist to Lynchburg General 

d Hospital, Lynchburg, Va. (Dr. Whitmore). 
- * Most of the controversy can be resolved if 
Senear and Fink's original article is consulted. 
n paragraph three of the discussion the statement 
is made, “The disease occurs in a ratio of two 
dens les to one male.” However, the main portion 
of the paper reads "Our figures show fifty-four 
‘cases in males and twenty-six in females, a ratio 
o practically two to one.” Somehow an error 
was made in the summary of the paper and the 


incidence is really two to one in favor of males. 
M is error has been perpetuated in subsequent 


toms, a different sex incidence, and more 
scarring and mutilation.'?-9 

This basic cause of hydroa aestivale in 
most patients is not known. It is usually 
regarded as a photosensitive affliction, since 
the lesions appear on the exposed skin and 
since the symptoms are present chiefly dur- 
ing the summer, at the time of greatest 
exposure to the sun. The symptom complex 
of hydroa aestivale is known to occur as a 
skin manifestation of porphyria, but in 
such an instance it would seem desirable to 
call the disorder porphyria rather than 
hydroa aestivale or hydroa vacciniforme2 
A familial incidence as high as 10% has 
been reported.) This percentage may be 
misleading, since it probably is weighted in 
favor of familial association by inclusion 
of a number of patients whose disease was 
porphyria. When porphyria is excluded 
we feel there still remains a group of pa- 
tients whose disease fits the picture of 


hydroa aestivale. With modern methods it 


is possible to exclude porphyria and then 
to be able to delineate the clinical features 
of hydroa aestivale. 

The occurrence of hydroa aestivale in 
identical male twins who showed no evi- 
dence of porphyria is reported below. 


Report of Cases 


Case 1.—Master X, a 12-year-old white boy, 
who was the first born of identical twins, developed 
slightly pruritic papules and vesicles on the dorsal 
aspects of both hands and forearms, the back 
of the neck, and the lower lip for the first time 
in June, 1957. The lesions appeared to improve 


with topical application of a sunstick ( A-Fil +) 


ĦA sun-screening ointment containing glyceryl 
monostearate, isopropyl palmitate-myristate propyl- 
ene glycol, cetyl alcohol, 
titanium dioxide, butyl parahydroxybenzoate, propyl 
parahydroxybenzoate, and red and yellow ferric 
oxide. 
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HYDROA AESTIVALE—TWINS 


Fig. 1.— Photomicro- 
graph of skin of arm of 
Master X; biopsy Au- 
gust, 1957, showing acan- 
thosis, dissolution of the 
basal layer, and round-cell 
infiltrate in dermis and 
around vessels. 


and oral administration of an antimalarial (chloro- 
quine) but they did not completely disappear until 
October or November, 1957. Many of the lesions 
left small, depigmented scars and localized areas 
of hyperpigmentation. Biopsy of an active lesion 
in August, 1957 (Fig. 1), showed findings 
which were interpreted as compatible with lupus 
erythematosus or light eruption. The lesions re- 
curred in June, 1958, and about the same time 
similar lesions were noted in an identical twin. 
The patient’s mother felt that sun exposure brought 
on these lesions. The patient and his twin were 
admitted to the University of Virginia Hospital 
in July, 1958. 

The boy had always been healthy. The review 
of systems was negative. The patient had never 
had abdominal pain, neurological symptoms, nor 





Wheeler et al. 





dark-colored urine. Pinworm infestation had been 
discovered in the previous year. 

The family history, except in regard to the 
identical twin brother, was negative for similar 
disease and for symptoms suggestive of porphyria. 
Single 24-hour urine examinations for porphyrins 
on the mother and father showed normal findings. 

Social history revealed the patient had failed 
the fourth grade but that he seemed to be of 
normal intelligence. The family’s income was 
marginal and the diet during the winter contained 
little fruit or vegetables. In the summer the diet 
improved and appeared to be adequate. 

Physical examination in July, 1958, showed a 
well-developed, well-nourished young boy who ap- 
peared to be in good health. There were small 
scars and macular, pigmented lesions on the 


Fig. 2.—Hands of Mas- 
ter X on July 29, 1958, 
showing scars and depig- 
mented areas. 
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dorsa of both hands (Fig. 2) and the extensor 
surface of both ‘forearms. Active skin lesions 
were not present at the time of admission to the 
hospital in July, 1958, although they had been 
present a month or so earlier. The teeth were 
carious and there were extra cusps, suggestive of 
mulberry molars, on the teeth. Small, shotty 
lymph nodes were palpable in the submental, 
axillary, and inguinal areas. There was a soft, 
systolic, apical cardiac murmur. The tip of the 
spleen could be felt and the liver edge was barely 
palpable. A small amount of pubic hair was present. 

The following tests showed normal or negative 
results: Urinalysis, complete blood count (includ- 
ing hematocrit and platelet examination), Wasser- 
mann and Kline, sedimentation rate, lupus 
erythematosus cell preparations, chest x-rays, and 
electrophoretic examination of the serum protein. 
Liver function tests showed alkaline phosphatase 
10.26 units, thymol turbidity 1.3, cephalin floccula- 
tion 3+, and no retention of sulfobromophthalein 
after the intravenous administration of 5 gm. per 
kilogram of body weight. Twenty-four-hour urines 
were examined on two occasions for porphyrins 
(uroporphyrin, coproporphyrin, and porphobilin- 
ogen) with normal results. Scotch tape prepara- 
tions from the anus showed pinworm eggs. 


The skin of the abdomen (normal unexposed 
skin) and forearm (at site of previous eruption) 
was exposed to ultraviolet light from a Hanovia 
Lamp with a normal result (same reaction as 
control). Exposure of the skin of these areas 
to midday sun for one-half hour also showed a 
normal response. 

A consultant in internal medicine examined 
Master X and his twin brother (see Master Y 
below). He noted the palpable spleen and liver 


Fig. 3—Hands of Mas- 
ter Y on July 29, 1958, 
showing active crusted le- 
sions, scars, and depig- 
mented areas. 


160/592 


ARCHIVES OF DERMATOLOGY 


of each patient and concluded that no adequate 
explanation was available for these findings. This 
consultant felt that further exploration such as 
laparotomy or liver biopsy was not indicated. 

No treatment was administered except for 
piperazine citrate (Antepar) given for the pin- 
worms. 

A letter from the patient’s mother indicated he 
had no skin lesions until August, 1959, when there 
was a recurrence of the eruption on the arms 
and neck. According to the mother, a few lesions 
were still present in December, 1959. 

Case 2.—Master Y, a 12-year-old identical twin 
of Master X, first noticed small, papulovesicular 
lesions on the dorsa of the hands, forearms, and 
the back of the neck in June, 1958, one year 
after the appearance of lesions on his twin 
brother. It was thought by the patient's mother 
that the lesions were precipitated by exposure to 
sunlight. 

Master Y, along with his twin brother, was ad- 
mitted to the University of Virginia Hospital in 
July, 1958. Physical examination at that time 
showed that Master Y appeared to be healthy and 
as well developed as his twin. The skin lesions 
were similar to those of Master X except that 
some were eczematized and crusted. There were 
lesions on the backs of the hands (Fig. 3), the 
dorsal surface of the forearms (Fig. 4) and the 
back of the neck. The same changes were noted 
in the teeth as in the case of Master X and the 
liver and spleen were barely palpable. A small 
amount of pubic hair was present. 


The following laboratory tests showed normal 
or negative results: urinalysis, blood count, sedi- 
mentation rate, C-reactive protein, thymol turbidity, 
four L.E. cell preparations, chest X-ray, Wasser- 





Vol. 82, Oct., 1960 






a SOR eee Of 
Peg We a ee E 


"WP. M 1 t3 COMUNES RS 
vira anuli rop cai eue t e Des vds 

t Y PAR Lice e ac ur hc 
] Lr EO 


" : o£ 
= Pe Set Nore ol © 
» Me i , " "2" € SS LT 





STIVALE—TWINS 


HYDROA AE 





mann and Kline, and two 24-hour urine examina- 
tions for porphyrins. The alkaline phosphatase 
test was 11.36 and 12.80 units. There was 9% 
retention of sulfobromophthalein after a test dose 
of 5 gm. per kilogram of body weight. Cephalin 
flocculation test was 34- on two occasions. Total 
serum protein was 8 and 7.3 (albumin 5.2 and 
globulin 2.1 gm. 96). A Scotch tape preparation 
was positive for pinworm eggs. Tests with ultra- 
violet light and sunlight as described for Master 
X were negative. Biopsies from two actively 
eczematous skin lesions (forearm and hand) 





Father 
00 
?DE ?DE 
c?e c?e 
MN NN 
kk kk 
b, b a. b 
, Fy Fy Fy Fy 
Fig. 5.—Chart of blood 
groupings of twins and ey? rey 


parents showing 9696 
probability of monozygos- 


ity. 


Relative chance, dizygosity vs. monozygo$ity = 


Probability of monozygosity: 


Probability of dizygosity: 
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Fig. 4.—Forearms and- | 
hands of Master Y on i. 
July 29, 1958, showing ac- 
tive crusted lesions, scars, 
and depigmented areas. —— ^| 


T 


showed findings which were interpreted as com- 
patible with a light eruption. as 

Treatment consisted of topical application of 
1% hydrocortisone and Neobacin (bacitracin and 
neomycin) in Unibase alternated with magnesium 
sulfate wet dressings. Some improvement of the - 
skin lesions was noted during hospitalization. — ^ 
Piperazine citrate was given for the pinworm 
infestation. 


The mother stated in a letter that the boy had ` 
no skin lesions in the interval between the time 
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ES of discharge from the hospital in July, 1958, 
. through December, 1959. 


Comment 


E. .. These boys were considered to be identical 

- twins because of: (1) very close physical 

resemblance; (2) the parents had been told 

_ by the physician in attendance at their birth 

that the placenta indicated monozygosity, 

— and (3) examination of the blood groupings 

E. of the parents and twins indicated a 9696 

= probability of monozygosity as opposed to a 
- 4% probability of dizygosity (Fig. 5). 


= The diagnosis of hydroa aestivale was 
based upon the development of polymor- 
phous skin lesions on the exposed areas of 
-. prepubertal boys and the history of the 
E. occurrence of the lesions in the summer 

E months and their aggravation by exposure 
(to sunlight. In addition, the microscopic 
appearance of the lesions was compatible 
» ith the diagnosis of light eruption. The 
à . appearance of the lesions in identical twins 
-— suggested a common inherited predisposition 
- to the disorder. In support of this assump- 
. tion is the familial tendency toward hydroa 
aestivale which has been reported by some to 
be in the neighborhood of 1096.9 The only 
instances of hydroa aestivale in twins with 
which we are acquainted are two sets of 
— A twins (type not stated) in which only one 

- twin of each pair presented findings of 
hydroa aestivale.® 










= Much confusion exists as to whether 
= hydroa aestivale and hydroa vacciniforme 
= are clinical entities. We believe that these 
disorders should be regarded as symptom 
^. complexes which may have diverse etiol- 
- ogies. At times true porphyria is present, 
= but in many of the patients abnormal 
= porphyrins are not demonstrated. As the 
. disorders are better understood several other 

etiologies may be established to explain the 

symptom complexes known as hydroa aesti- 
- vale and hydroa vacciniformes 
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There has been relatively little written 
about hydroa aestivale in recent times. Part 
of this decrease in discussion probably re- 
sults from the finding of abnormal por- 
phyrins in the urine of persons presenting 
this symptom complex, so that the basic 
disease porphyria is discussed rather than 
hydroa aestivale. Also in some of the pa- 
tients, especially the older ones, the dis- 
order is probably reported and discussed 
under the heading of polymorphous light 
eruption. Had our patients been older the 
“diagnosis” of polymorphous light eruption 
probably would have been entertained. We 
believe there is enough difference between 
the clinical features of hydroa aestivale and 
the usual polymorphous light eruptions 
(eczematous plaques and patches, prurigo- 
like lichenified areas, etc.) to suggest dif- 
ferent etiologies for these clinical conditions, 


Summary 


The occurrence of hydroa aestivale is 
reported in identical twins in whom no 
evidence of porphyria was found. 


Department of Dermatology, University of Vir- 
ginia Hospital, Charlottesville, Va. 
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Exopeptidases of the Human Skin 


An Application of Ultramicrotitration and Volume Measurement Methods z a 


to a Quantitative Study of the Exopeptidases in Skin Sections ES 


J. HASEGAWA, M.D., Chicago 


Introduction 


In clinical medicine the most readily 
available biopsy material, the blood, has 
become the major source for quantitative 
chemical determinations in the diagnosis 
and treatment of disease. In dermatology 
the skin, another accessible tissue for bi- 
Opsy, has not yet been utilized for clinical 
chemical measurements. The development 
of the skin biopsy as a source for clinical 
chemical study awaits the elimination of 
two obstacles. The first is the small size 
of the biopsy tissue ordinarily available. 
Unlike the blood, chemical determinations 
of the skin must be measured in specimens 
considerably smaller than 0.1 cc. in volume. 
In order to overcome this difficulty it is 
necessary to employ microchemical methods. 
Numerous micromethods have been devised, 
and, in fact, have been applied to chemical 
determinations of the blood in hospital lab- 
oratories.! The second obstacle to the use 
of skin biopsy specimens is the heterogene- 
ity of the skin. The human skin, unlike the 
blood, cannot easily be separated into a 
cellular and an intercellular component in 
the same manner as blood cells and serum. 
The intercellular substance of the skin to 
a large degree is fibrous in nature. The 
changes in histologic pattern are also more 
complicated in dermatologic diseases than 


Submitted for publication March 18, 1960. 


Awarded fourth prize in the 1959 Essay Compe- 
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in comparable hematologic conditions. In | 
order to overcome these difficulties micro- - 
dissection techniques or actual measure- - 
ments of the cell population, either as cell - 
counts or as volume determinations, must | 
be applied. e 
In chemical determinations of the skin 

the solution of the first problem alone by the — 
use of microchemical methods suffices only. 

when the chemical substance under study is . 
known to be uniformly distributed through | 
the biopsy specimen. If the substance is not — 
uniformly distributed, then a chemical de- — 
termination of the specimen must have a - 
quantitative histologic description in order - 
to be properly evaluated. Chemical deter- - 
minations of a biopsy specimen, 50% of its. 2. 
volume consisting of lymphocytes, cannot 
be compared with another with only 5% - 
lymphocyte volume unless this volume dif- 
ference is taken into consideration. These 
volume differences of skin components have 
been largely ignored in biochemical studies E 
of the skin. Although the variations in | 
chemical determinations of the skin even . 
without adequate histologic controls may be : 
negligible under certain circumstances, in - 
pathologic skin specimens the histological — 
measurement is equally as important as the — 
biochemical determination. Only by strict — 
correlation methods is it possible to make — - 
a meaningful appraisal of chemical differ- —. 
ences between healthy and diseased skin. 


This study was designed to test the feasi- 
bility of making such quantitative chemical _ 
measurements in a phase of dermatology 
which has recently roused interest, the exo- 
peptidases of the human skin. The method 
requires, first, a biochemical assay of the  . 
enzyme content by the titration of alternate — - 
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=~ 10, sections of tissue and, second, a quan- 
- titative determination of the volumes of 
- epidermis, appendages, infiltrate, and col- 
- lagen plus ground substance in the adja- 
. cent 10 sections. Both determinations are 
. essential to the success of the method. The 
- correlation of the two determinations might 
— be expected to yield information which 
- could not be obtained by qualitative histo- 
— chemical localization techniques, simple bio- 
E chemical methods, or even by the rough 
= combination of the two. 
4 .. The immediate aims of this study were, 
Es. first, to relate the determinations of the skin 
= exopeptidase content to the varying pro- 
E portions of the skin components, and sec- 
. ond, to test the possibility of determining 
E in mixed biopsy specimens a usable value 
- for the exopeptidases per unit volume of 
. tissue by taking into consideration the esti- 
. mated proportions of skin components. The 
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successful fulfillment of these aims on 
standard punch-biopsy specimens would un- 
fold countless possibilities for clinical chem- 
ical determinations in the skin which might 
aid in the diagnosis and treatment of der- 
matologic diseases. 


Material and Method 


A total of 26 cutaneous biopsy specimens from 
11 patients were studied. Nine specimens were 
obtained from the affected areas in six patients 
with psoriasis; one from the affected areas in 
each of four patients with histiocytoma, seborrheic 
keratosis, lichen simplex chronicus, and chronic 
dermatitis; five from the affected areas in a patient 
with urticaria pigmentosa; and eight from the 
grossly normal areas in five patients with psoriasis 
and from each of three patients with chronic 
dermatitis, lichen simplex chronicus, and urticaria 
pigmentosa. The ages of the patients ranged from 
32 years to 68 years. All patients except one 
were male. Three patients were Negro and 8 
white. 
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Tissue Preparations—Six mm. punch-biopsy 
specimens of human skin were obtained under 


Freon * local anesthesia. The tissues were trimmed 


rapidly into free-hand slices of approximately 1 
mm. thickness, plunged into isopentane at —140 C 
(liquid nitrogen), and dehydrated at —30 C for 
three days in vacuum (5X10° to 10* mm. Hg 
pressure). The tissues were then embedded in 
vacuum in paraffin at 57 C for 20 minutes. The 
paraffin blocks were sectioned at 10m thickness in 
a continuous ribbon. Seven alternate sections were 
separated and dry-mounted in sequence on a glass 
slide (Fig. 1). Six alternate sections were placed 
in test tubes with an outside diameter of 6 mm. for 
enzyme assay. 


Volume Measurements (Fig. 2).—The mounted 
hydrated 


* Trademark for a group of halogenated hydro- 
carbons containing one or more fluorine atoms. 


gaanong 


through graded ethanol, 





and stained with 0.5% E 


toluidine blue (pH 4.0). The tissue sections were E 


projected through a microscope and traced on paper. _ 
A 1 mm. square on a hemocytometer counting 
chamber was also traced at the same projection 
conditions on each tracing sheet. 


use of the Chalkley count method? 

Enzyme Assay (Fig. 1)—The enzyme content 
was measured by the microtitration method of 
Linderstrom-Lang* as follows: 
the 6 mm. test tubes were deparaffinized in three 
changes of benzene followed immediately by the 
addition of 6.5 to 9.0 cu. mm. of M/30 phosphate 


buffer in 30% glycerine (pH 7.4). Equal volumes _ 


of the suitable substrate were added to the enzyme- 


buffer mixture in alternate tubes. In the other - 





PROJECT AND 
TRACE ON PAPER 


MEASURE AREA OF EPIDERMIS 
WITH PLANIMETER 


—— 





CALCULATE THE VOLUME 
OF EPIDERMIS, INFILTRATE, 
APPENDAGES, AND COLLAGEN*GROUND 


CHALKLEY COUNT 


Fig. 2.—The Chalkley 
count is based on the ob- 
servation that a point 
moved at random over a 
field of objects will "hit" 
the objects with a fre- 
quency in proportion to 
the area occupied by the 


total. number of "hits" is 
sufficiently large. With a 
microscope the point is 
kept stationary, and the 
field is moved. In practice 
more than one pointer are 
placed in the microscope 
eyepiece. In the present 
study each count was 


carried to a total of 500 - 


"hits," and the field was 
scanned in a standard 
pattern back and forth 
perpendicular to the skin 
surface. 


SUBSTANCE 
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The area of 
the epidermis on each tracing was determined with E 
a compensating polar planimeter. The volume 
ratios of epidermis, appendages, infiltrate, and col- 
lagen-ground substance were determined by the 


The sections in — 


objects, provided that the — 
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- period by the addition of 10.8 cu. mm. of N/10 


three tubes (enzyme blanks) the substrate was 
placed on the upper wall of the test tube and was 
not allowed to mix with the enzyme-buffer mixture. 
An additional three tubes (buffer blanks) were 
prepared with buffer and substrate alone. All 
tubes were then incubated in a water bath at 38 C 
for one to six hours. The enzyme activity was 
stopped precisely at the end of the incubation 


alcoholic HCl from an automatic pipette. The 


= contents of each tube were then titrated for amino 
—  N with N/10 alcoholic HCl by means of the 

— Linderstrom-Lang type microburette using 0.007% 
— . naphthyl red in acetone as the indicator. 


Calculation—In the present study with sections 


perpendicular to the skin surface the variation in 


exopeptidase content from the granular to the 
basal-cell layer was not detectable by these quanti- 
tative methods. The epidermal layer was therefore 
treated as a tissue with uniform enzyme distribu- 
tion. 

For the purpose of analysis the enzyme content 
was described as the increase in amino N expressed 
in terms of cubic millimeters N/10 alcoholic HCI 
per cubic millimeter of epidermis or its equivalent 


. per hour. The following formula was used in the 


calculation : 
Increase in amino N in cu. Pm X 100X A 
. mm. of N/10 HCl per cu. mm. = 
-—  epidermal-equivalent per hour PeXt 


A unit volume of epidermal-equivalent is defined 


- . as the volume of tissue which possesses the same 





enzyme content as a unit volume of epidermis. 
=increase in amino N found in the enzyme 
run expressed as cubic millimeters N/10 
alcoholic HCI. 
>- t=number of hours of incubation. 


=- P,-the planimeter reading for the projected 


one square millimeter. 


. . Pethe planimeter reading for the projected 


epidermis plus the equivalent area of other 
cellular components. 


P, represents the planimeter sum of all enzyme- 
containing tissue in terms of epidermal equivalent 
volume. The planimeter reading for the volume 
of the infiltrate group was calculated by multiplying 
the epidermal planimeter reading by the ratio of 
the infiltrate group to the epidermis (Chalkley 
count). Where the enzyme content of the in- 
filtrate group was twice that of the epidermis 
per volume, the calculated planimeter reading was 
multiplied by two. 


Results 


Preliminary Findings.—With a few ex- 
ceptions ** very little pertinent information 
on the use of the microtitration-volume cor- 
relation method appears in the medical lit- 
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erature. The initial phase of this study —— 


therefore explored (1) the optimal condi- 
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tions for the assay of the peptidases in 


the human skin, (2) the activity of the 
peptidases toward various substrates, and 
(3) the reproducibility of the modified 
volume method. 


The enzyme splitting of the substrates at 
30 C was found to be inadequate for skin 
sections with an epidermal area of less than 
one square millimeter. Although an effort 
was made to obtain tissue sections with epi- 
dermal-equivalent areas of at least one 
square millimeter, this was not always pos- 
sible. The physiological incubation tem- 
perature, 38 C, was therefore selected. 


The activity of the peptidases was tested 
on three dipeptides: pr-alanylglycine, DL- 
glycylglycine, and r-leucylglycine; two tri- 
peptides: Dpr-leucylglycylglycine and 
L-glycylglycylglycine; and two protein 
substrates; edestin and denatured bovine 
hemoglobin. Of these, alanylglycine ( AG) 
and leucylglycylglycine (LGG) were hydro- 
lyzed to the greatest extent when exposed to 
tissue sections. The enzyme activity toward 
the other substrates was markedly less. 
With the substrate glycylglycine, prolonged 
incubation periods of 16 to 20 hours showed 
only minimal activity. No increased activ- 
ity with added cobalt could be demonstrated. 
The endopeptidase activity toward edestin 
and denatured bovine hemoglobin was not 
measurable at pH 7.4. Its activity in the 
acid range was not tested. It was deter- 
mined that the enzyme kinetics with the two 
selected peptides, AG and LGG, at 38C 
up to an incubation period of six hours 
were of the zero order, i.e., the amount of 
substrate hydrolysis was independent of the 
substrate concentration and was a linear 
function only of the duration of incubation. 


Measurements with the compensating 
polar planimeter were repeated in sets of 
three. Any set with a variation greater than 
+5% was discarded and repeated. The 
reproducibility of the measurements with 
the planimeter was extremely good, and 
there was little necessity for repetition of 
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ET LEUCYLGLYOLGLYCINE SUBSTRATE duced an element of bias producing a 

ea greater number of "hits" in the known - 
E areas of epidermal tissue. The estimate of | 
BE -- d ! the epidermal area was felt to be more — 
accurate than the area of the whole section — 
because of the tendency of the dermis to 4 
fragment in frozen-dried tissue. 


1 








^ 

A preliminary survey was made of bi- - 
opsy tissue sectioned tangential to the sur- 2 
face in order to learn the rough distributior PM 
of the enzymes in the various strata of tl 
skin. Sections of the dermis with | on 
scattered fibroblasts showed negligible exo- - 
peptidase activity. Sections comprised al- 
most exclusively of epidermis showed - 
exopeptidase activities roughly in propor- | 
tion to the volume of epidermis. E 

Results with 0.2 M dl-Alanylglycine and - 

IS - 20 — 25 - 3e -35 0.1 M vti-Leucylglycylglycine—Seventee 
Z L Nlo A.coWauc HI / a biopsy specimens from nine patients were E 

EPIDERMAL EQUIVALENT / Hour. studied using the substrate, AG (Tables 
» Fig. 3.—Leucylglycylglycine substrate. 1-3, Fig. 4). It was evident that no correla- - 


measurements. The Chalkley count was re- tion between the epidermal area and sub- — 

peated in sets of 500 “hits” in eight slides strate hydrolysis was possible without . 
E and was found to be reproducible within taking into account the enzyme value of - 
F +5%. The variations from section to sec- the dermal tissue. Least scatter of the de 
tion in the same slide were also of the same terminations was obtained when a relating 
order in skin tissue sectioned perpendicular value of 2 was assumed for the infiltrate 53 
~ to the surface. With skin sections it was group (infiltrate, endothelium, histiocyte) — | 
necessary to maintain a standard pattern in the dermis and a value of 1 for the. epis- 
of scanning perpendicular to the surface. dermis. On this basis the determinations _ 
.A random scanning of the section intro- gave an average of 34.9+4.9 cu. mm. N/10 * 
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TABLE 1.—Alanylglycine Substrate ae 
^ Biopsy Area 
No Age Sex-Color Affected or Unaffected Diagnosis 
1 35 M, white Back, affected Urticaria pigmentosa 
2 35 M, white Back, affected Urticaria pigmentosa 
3 35 M, white Back, affected Urticaria pigmentosa 
4 35 M, white Shoulder, affected Urticaria pigmentosa 
5 46 M, white Knee, affected Psoriasis 
6 46 M, white Thigh, affected Psoriasis 
7 51 M, Negro Elbow, affected Psoriasis 
8 51 M, Negro Arm, affected Psoriasis 
9 68 M, white Back, unaffected Psoriasis f 
f 10 68 M, white Shoulder, unaffect. Psoriasis b 
La 11 68 M, white Back, affected Psoriasis = 
"i 12 42 F, Negro Arm, affected Hestiocytoma b 
E. 13 50 M, white Head, affected Seborrheic keratosis r- 
EU 14 32 M, Negro Elbow, affected Lichen simplex chronicus UN 
v 15 66 M, white Back, affected Psoriasis 
i 16 66 M, white Back, unaffected Psoriasis ; 
E 17 63 M, white Thigh, unaffected Chronic dermatitis E 
í rr à - i 
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T ALANYLGLYCINE SUBSTRATE 


3 > 0.2 4*4 m -- 

Who ALCOHOLIC HG] / Am? 
EPIDERMAL EQUIVALENT Houk 

Fig. 4—Alanylglycine substrate. 


HCI per cubic millimeter epidermal-equiva- 
lent per hour. 

Ten biopsy specimens from seven pa- 
tients were studied using the substrate, LGG 
(Tables 4-6, Fig. 3). The data with LGG 
also indicated that no satisfactory correla- 
tion between the epidermal area and the 
substrate hydrolysis was possible without 
considering the enzyme activity of the cells 
of the dermis. With LGG, however, least 
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scatter of the determinations was obtained 


when a relative value of 1:1 was assumed 
for the infiltrate group and the epidermis. 
On this basis the determinations had an 
average of 23.1+3.9 cu. mm. N/10 HCl 
per cubic millimeter epidermal-equivalent 
per hour. 


The biopsy tissue of a histiocytoma with 
the lowest proportion of dermal cellular 
volume showed the least variation in chang- 
ing from epidermal to epidermal-equivalent 
volume as the volume unit. Even in unaf- 
fected skin it was evident that the infiltrate 
group of cells could not be ignored. The 
measurement of these cells becomes ex- 
tremely important in the inflamed skin. It 
would be of doubtful value to speak of an 
increase or decrease in AG dipeptidase or 
LGG tripeptidase content in the psoriatic 
skin, for example, without knowing the 
amount of epidermis, infiltrate, and colla- 
gen-ground substance in the tissue sub- 
jected to chemical analysis. Without this 
information an unpredictable fluctuation in 
the exopeptidase content was found in both 
the affected and the unaffected skin. 


The apparently higher AG dipeptidase 
content of the infiltrate group of cells may 
be more apparent than real. The epidermal- 
equivalent values are based on a volume 
rather than a cell-number basis. In frozen- 


TABLE 2.—Alanylglycine Substrate 








Increase in Amino N 





Increase in Amino N per Cu. Mm. Epi- 
Hours Increase in Amino N per Cu. Mm. Epi- dermal-Equivalent per 
No. Av. Area, Sq. Mm. Incub. N/10 HCI, uL. dermis per Hour Hour 
1 15.7/26 5.0 2.28 93.4 35.1 
2 13.9/20 2.0 1.98 142.5 42.4 
3 16.1/24 2.0 1.02 76.0 37.3 
4 15.7/24 5.0 2.49 76.1 28.6 
5 16.7/28 4.0 1.23 51.6 33.0 
6 13.5/29 4.0 1.69 78.5 25.8 
7 20.6/25 3.5 1.52 52.7 31.6 
8 39.7/23 3.5 2.68 44.3 28.9 
9 14.2/18 4.0 3.87 115.8 43.6 
10 15.1/24 2.0 1.50 114.0 45.9 
11 13.7/15 4.0 4.01 109.8 37.0 
12 18.9/16 * 6.0 2.77 39.8 30.7 
13 35.8/22 2.0 2.15 66.1 31.6 
14 13.5/21 2.0 1.04 80.9 32.4 
15 12.0/22 2.0 1.06 97.1 34.2 
16 12.0/20 2.1 1.20 97.6 45.2 
17 15.5/25 2.5 1.46 93.1 30.2 
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Fig. 5.—Titrating platform of the microburette. 
In order to stir the liquid during the titration a 
“flea” (glass bead with an iron core) is used. An 


intermittent current flow to the electromagnet 
causes the “flea” to leap to the magnet periodically. 
A penny shows the comparative size of the test 
tubes used. 


dried skin sections the area stained by tolui- 
dine blue or hematoxylin and eosin was 
greater per cell in the epidermis than in 





the infiltrate group. The cytoplasm of the 


mononuclear cells of the infiltrate especially 


is not detectable for practical purposes, 
whereas the epidermal cytoplasm constitutes 
a large part of the area of the epidermis. 
The possibility is not excluded that the AG 
dipeptidase content is uniformly distributed 
per cell. 


Similarly the LGG tripeptidase activity 
per cell may be greater in the epidermis 
than in the infiltrate. Fruton's observation * 
that the skin contains an exopeptidase which 
is active toward LGG and is separate from 
leucine aminopeptidase lends indirect sup- 
port to this hypothesis. The observations 
made in this study support his contention 
that there is a "dermopeptidase" which is 
active toward LGG but is inactive toward 
LG (leucylglycine). The observations on 

















TABLE 3.—Alanylglycine Substrate: Volume Measurements Based on 500 “Hits” 
Increase in Amino 
N as N/10 HCl/cu. 
Mm. Epidermal- 
Av. Epiderm. Epider-  Infiltrate, Endothe- Collagen-Ground Equivalent per 
No. Area, Sq. Mm. mis lium, Histiocytes Substance Dermal Append. Hour 
1 15.7/26 80 73 347 35.1 
2 13.9/20 107 126 267 42.4 
3 16.1/24 112 58 330 37.3 
4 15.7/24 63 84 353 28.6 
5 16.7/28 242 5 78 33.0 
6 13.5/29 G4 72 354 10 25.8 
ri 20.6/25 163 54 283 31.6 
8 39.7/23 169 45 286 28.9 
9 14.2/18 69 61 370 43.6 
10 15.1/24 85 66 345 4 45.9 
11 13.7/15 116 114 270 37.0 
12 18.9/16 172 25 303 30.7 
13 35.8/22 137 73 290 31.6 
14 13.5/21 67 58 345 21 32.4 
15 12.0/22 129 119 252 34.2 
16 12.0/20 128 74 298 45.2 
17 15.5/25 7 80 343 1 30.2 
TABLE 4.—Leucylglycylglycine Substrate 
No. Age Sex-Color Biopsy Area Diagnosis 
1 35 M, white Back, affected Urticaria pigmentosa 
35 M, white : Back, unaffected Urticaria pigmentosa 
3 35 M, white Shoulder, affect. Urticaria pigmentosa 
4 46 M, white Knee, affected epsoriasis 
5 68 M, white Back, unaffected Psoriasis 
6 68 M, white Back, unaffected Psoriasis 
7 42 F, Negro Arm, affected Histiocytoma 
8 32 M, Negro Elbow, affected Psoriasis 
9 50 M, white Head, affected Seborrheic keratosis 
10 51 M, Negro Elbow, affected Psoriasis 
Hasegawa 169/601 
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ables 3 and 6 it can be seen that the vol- 
_ umes of the dermal portions of these struc- 
“tures were negligible in this study. The 


^ Actual values for these appendages require 


a "separate study, with biopsy specimens of 
the face and scalp. 





2 Increase in Amino 
A Increase in Amino N/Cu. Mm. Epi- 
Hours Increase in Amino N N/Cu. Mm. Epi- dermal-Equivalent/ 
: No. Av. Area, Sq. Mm. Incub. N/10 HCl, uL. dermis per Hour Hour 
&. 
E 1 11.0/25 6.5 1.43 49.5 34.1 
E: 2 13.0/24 6.0 1.28 39.4 20.4 
E — 8 16.8/24 6.5 1.34 29.5 20.4 
H 4 16.8/27 6.0 1.10 29.5 19.1 
a 5 9.2/18 6.0 0.98 32.8 21.3 
EC 6 7.4/20 6.0 1.50 68.6 25.9 
7 15.7/19 6.0 1.08 22.4 20.3 
3 8 25.0/24 3.0 1.33 41.2 20.7 
: 9 39.6/22 3.0 2.29 41.4 32.6 
E. 10 28.6/31 5.0 1.42 30.8 23.2 
- tangential epidermal sections as well as me- Comment 
E chanically separated epidermis do not SP The relatively higher dipeptidase content 
p. port the hypothesis of Fruton and others” . is in accord with the findings of Doyle in 
= that the dermopeptidase" activity 1s cen- the rabbit appendix, Paschoud and others ? 
__ tered in the lymphocytes of the skin. It was in the human skin, and Sylvén and Malm- 
E evident that a large portion of the LGG gren? in mouse tumors. The LGG tri- 
-.tripeptidase content of the skin rested in peptidase content of the skin has been 
_ the epidermis. demonstrated by  Fruton* as well as 
~ The biopsy specimens were obtained Paschoud and others. However, all of the 
from areas with relatively sparse hair fol- previous work on the human skin has been 
E licles, sebaceous, and eccrine sweat glands. done with skin homogenates and extracts 
E he value assigned to these appendages was lacking adequate histologic control. Pas- 
: > arbitrarily set as equivalent to the epidermis choud and others limited their biopsy speci- 
3 “with which they were continuous. From mens to a free-hand thickness of 0.1 mm. 


of the skin surface. They seem to have 
assumed that the tissues so obtained were 
composed only of epidermal cells. A micro- 
scopic study of routine skin sections in 
health and disease will demonstrate quickly 
that the outer 0.1 mm. of the human skin in 





3d 3. MCN 
JN thei TABLE 6.—Leucylglycylglycine Substrate: Volume Measurements Based on 500 “Hits” 
v .? k — m 
$ X Increase in Amino 
5 N as N/10 HCI/Cu. 
|. Mm. Epidermal- 
E. A v. Epiderm. Epider-  Infiltrate, Endothe- Collagen-Ground Equivalent per 
E No. Area, 8q. Mm. mis lium, Histiocytes Substance Dermal Append. Hour 
A 1 11.0/24 78 37 385 34.1 
2 13.0/24 65 60 375 20.4 
E3 3 16.8/24 123 55 322 20.4 
3 4 16.8/27 172 e 93 235 19.1 
: 5 9.2/18 . 90 48 362 21.3 
zu" 6 7.4/20 61 100 339 25.9 
7 15.7/19 420 24 56 20.3 
J 8 25.0/24 107 69 321 3 20.7 
E. 9 39.6/22 235 65 210 32.6 
E 10 28.6/21 159 53 288 15.7 


Vol. 82, Oct., 1060. | 





Ned 


ty 


3 
P 


- 


E 


€ 




























Ar alpecs ACD PRESA “J AAR 63 
Y LT. ane os 12 ies PENSA M d - EM T 


tue x - dL A 


various diseases and in the different parts 
of the body surface is not necessarily all 
epidermis and that the cellular composition 
of the surface 0.1 mm. is not predictable. 
The volume measurements even of epider- 
mis separated mechanically by the Van 
Scott method 1® showed dermal cells occu- 

` pying roughly 0.5% of the surface area of 
the sections (uninflamed amputation speci- 
men). The skin biopsy material must have 
a quantitative description of its morphologi- 
cal composition before any chemical analy- 
sis can be properly evaluated. 

The complexity of the AG dipeptidase 
distributions was indicated by Doyle? who 
noted relative values per unit volume in 
the rabbit appendix as follows: 


Lymphocytes 1.0 
Tissue fluid 11.0 
i Serum 14 
E Phagocytes 30.0 
i Reticular cells 12.0 
Epithelium 3.0 


E The infiltrate cells, endothelium, and histio- 
=  eytes were grouped together in the present 
data because the overwhelming cell type in 
the dermis in the biopsy material studied 
was that of the mononuclear cells of the 
lymphocytic group and because the differ- 
entiation of an occasional histiocytic or 
endothelial cell in a heavily infiltrated der- 
mis in frozen-dried material was not always 
possible. This grouping of cells in all prob- 
ability will not apply in a study of granulo- 
mas and endothelial tumors in which a large 
- percentage of dermal cells are of the non- 

— lymphocytic types. 

* The localization studies of the skin with 
naphthylamide compounds by Braun- 
Falco ™ suggest a concentration of pepti- 
dase in the infiltrate of the dermis, although 
a small amount of peptidase was detected in 
the epidermis, principally in the basal-cell 
area. Although the naphthylamide com- 
pounds differ from peptides composed. sole- 
ly of amino acids, the distribution of the 
AG dipeptidase activity may parallel the 

= results of the localization techniques with 

à naphthylamide compounds. Doyle (unpub- 
lished data) has found numerous instances 
of parallelism in distribution of the amino- 


; : Hasegawa 
T . £ : 


* 


E * EXOPEPTIDASES OF HUMAN SKIN 


"eo. d 


peptidases (splitting the naphthyl substrates) - 
and the AG dipeptidase. The LGG tripep- | 
tidase content of the skin probably cannot 
be demonstrated by such qualitative histo- 
chemical localization methods. In compari- —— 
son to the exopeptidase content of the rabbit 3 
appendix the exopeptidase content of the © 
human skin is probably quite low. 


An initial study of an exploratory nature - 
is subject to many modifications. However, - D 
with the method described, the immediate . 
aims of this study have been fulfilled. Within D 
the limitations of the tissues studied, the in- — 
fluence of the changing proportions of the 
skin componets on the exopeptidase conter 
has been determined, and by taking into con- - 
sideration the measured proportions of the | 
skin components a usable value for the E 
exopeptidase content of mixed biopsy speci- 
mens has been found. The small number of — - 
biopsy specimens in this series suggests in- 
vestigation in a larger sampling. Much fu- 
ture study is necessary in order to elucidate 
the influence of the skin appendages and - 
cells not included in the present sampling. — 


a 


Summary and Conclusions | 

The human skin contains peptidases which ^ 
are measurable by the hydrolysis of alanylgly-. x ! 
cine and leucylglycylglycine. The enzyme ^ E 
determinations can be performed on skin 
sections of 10, thickness by the use of a 
microtitration method. A satisfactory evalua» f 
tion of such enzyme determinations requires | 
a quantitative estimate of the proportions of: 
various cells comprising the skin section. - S: 
Volume measurements by the use of the 22 
compensating polar planimeter and the © 
Chalkley count permit a satisfactory estimate - 
of the proportions of skin cell types. 


n 


Dy correlating the proportions of cell types — 
in alternate 10m sections with the amount of 
hydrolysis found in adjacent sections, the — - 
following relative values have been assigned — | 
to the skin cell types per unit volume for | 
alanylglycine dipeptidase: epidermal cells 1, 
infiltrate (mononuclear, endothelial, and his- - 
tiocytic cells) 2, collagen-ground substance — 
0. For leucylglycylglycine tripeptidase the — — 
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E . values are: epidermal cells 1, infiltrate group 
T 1, collagen-ground substance 0. A meaning- 
—. ful assay of the exopeptidases in standard 





$ E human skin biopsy specimens in health and 


disease is possible by the use of these quanti- 
tative methods. 


I wish to express my gratitude to Professor 
William L. Doyle, Department of Anatomy, Uni- 
versity of Chicago, not only for the initial instruc- 
tion in an exacting technique and many helpful 
suggestions but also for the generous use of his 
well-equipped laboratory. 


I am indebted to Dr. Royal Ihrke, Department 
of Dermatology, Northwestern University Medical 
Center, for the suggestion of the compensating 
polar planimeter and to Dr. Craig Borden, Chair- 
man of the Medical Department, Veterans Ad- 
ministration Research Hospital, for the use of his 
medical research laboratory facilities in the pre- 
liminary phase of the histologic measurements, 


Department of Dermatology, Northwestern Uni- 
versity Medical School, 303 East Chicago Ave. 
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Coccidioidal Granulomas of Skin and Conjunctiva 


Treated with Intravenous Amphotericin B 


Report of a Case 


CAPT. GEORGE B. SKIPWORTH MC, USA; CAPT. JAMES J. BERGIN MC, USA, and 


COL. RAYMOND M. WILLIAMS MC, USA 


In the treatment of deep mycotic infec- 
tions, amphotericin B has been shown to 
have a wider spectrum of activity than other 
antifungal agents now available.! However, 
the encouraging results reported in the 
treatment of other deep mycoses?? have 
not been uniformly obtained in the treat- 
ment of disseminated coccidioidomycosis.* 
Because of the unusual occurrence of 
coccidioidal granulomas on the conjunctiva 
and the striking objective clinical and labo- 
ratory results obtained during an eight- 
month period of treatment, the following 
case is reported. 


Report of Case 


In December, 1953, this 32-year-old Negro 
W.A.C. developed a group of nodules in the skin 
beneath the right breast two months after a trip 
through the San Joaquin Valley of California. 
The same month she was admitted to Letterman 
Army Hospital for surgical excision of the lesions, 
and a diagnosis of coccidioidomycosis was estab- 
lished histologically and by culture. She was re- 
turned to duty and remained well until March, 
1956, when she was readmitted to Letterman Army 
Hospital because of a recurrence of the granu- 


Submitted for publication Dec. 16, 1959. 
Letterman Army Hospital, San Francisco. 


Fig. lL—Recurrent coccidioidal granulomas, 


March, 


1956. U.S. Army photograph. 


d 








lomas in the skin adjacent to the old surgical 
scar (Fig. 1). This area was reexcised and the 
patient was given quinacrine hydrochloride (Ata- 
brine) therapy for a period of three months. She 
remained asymptomatic until December, 1958, when 
new lesions were noted along the old scar, and 
for the first time, granulomas appeared over both 
shoulder areas. By March of 1959 she had de- 
veloped lesions on the palpebral conjunctiva of 
the left upper eyelid. 

Positive physical findings at the time of her 
current admission to Letterman Army Hospital on 
April 12, 1959, were limited to the skin and left 
eye. Physical examination revealed 
brownish-red papules situated along the submam- 
mary surgical scar (Fig. 2) and bilaterally over 
the deltoid area. In the left eye there was a bright 





Fig. 2.—Coccidioidal granulomas, right mam- 
mary area, prior to amphotericin B therapy. U.S, 
Army photograph. 
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Fig. 3—Oblique view, coccidioidal granulomas, 
left conjunctiva, prior to amphotericin B therapy. 
U.S. Army photograph. 


red, irregular, nodular lesion of the palpebral con- 
junctiva measuring 8 mm. in its lower portion 
and extending almost to the gray line of the lid 
margin. The lesion extended upward and posterior- 
ly in a diffuse manner, apparently to the fornix 
(Figs. 3 and 4). 

Laboratory Data.—Biopsies from both skin and 
conjunctiva were and by 
culture for Coccidioides immitis. Serum comple- 
ment fixation test for coccidiodomycosis was posi- 
tive 4+ in a dilution of 1:32, and nonreactive at 
] :64. Spinal fluid did not fix complement. The tests 


positive histologically 





Fig. 5.—Appearance of skin, 
area, six weeks after start of 
therapy. U.S. Army photograph. 


right mammary 
amphotericin B 
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Fig. 4—Front view, coccidioidal granulomas, 
prior to amphotericin B therapy. U.S. Army photo- 
graph. 


for precipitins were negative in both blood and 
spinal fluid. Skin tests with coccioidin, histoplasmin, 
PPD#1 
urea nitrogen, liver function studies, and roent- 


and #2 were negative. Urinalysis, blood 


genograms of the chest and skeletal system were 
normal. Except for a corrected erythrocyte sedi- 
mentation rate of 21 mm. per hour, the hemogram 
was normal. 

Treatment.—Amphotericin B was started on 
April 17, 1959, with an initial daily 0.5 
mg. per kilogram of body weight, administered 
intravenously in 1,000 cc. of and 
water Over a six- to eight-hour period. On April 
25 the dose was increased to 1 mg. per kilogram. 


dose of 


5% dextrose 


Treatments were given nightly or on alternate 
nights depending upon the patient’s tolerance to 
the drug, and after five months were reduced to 
a regular schedule of three treatments weekly 
which has been maintained to the present time. 
Neither the conjunctival nor the skin granulomas 
were clinically evident by June 2, 1959 (Figs. 5 


and 6). Biopsy of the previously involved scar in 


Fig. 6.—Front view, six weeks after start of 


amphotericin B therapy. U.S. Army photograph. 
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the submammary area on July 17, 1959, was inter- 
preted as chronic nonspecific inflammation with 
no evidence of a granulomatous infiltrate. Biopsy 
of an adjacent scar at the same site on Sept. 29, 
1959, showed no pathological process, and a cul- 
ture for Coccidioides immitis now revealed no 
growth. The serum complement fixation titers had 
decreased from a pretreatment 4+ in 1:32 dilution 
to 34- in 1:16 dilution by Oct. 7, 1959. Coccidioidin 
skin test on Oct. 28, 1959, remained negative. 


Side-effects consisting of fever, chills, sweating, 
nausea, vomiting, and headache were only partially 
controlled by antipyretic and antiemetic drugs. 
However, the severity of the side-effects decreased 
when the frequency of the treatments was reduced. 
Weekly liver function studies, urinalysis, and hemo- 
grams remained within normal limits. The pre- 
treatment blood urea nitrogen of 10 mg. % 
increased to 84 mg. % by Sept. 4, 1959, while 
the pretreatment hematocrit of 42% decreased on 
therapy to 22% at approximately the same time. 
However, after changing to an alternate-night 
schedule, the patient’s side-effects were well con- 
trolled; the blood urea nitrogen and hematocrit 
returned to more normal levels, and the patient 
regained 8 of the 17 pounds lost during the first 
five months of therapy. 


- The patient is now in her eighth month of 
intravenous therapy, having received 5,100 mg. to 


the time of this writing. 


Comment 


The decision to subject the patient to 
prolonged intravenous therapy was made 
following encouraging results in other cases 
of disseminated coccidioidomycosis at this 
hospital. Particularly noteworthy is the 


. case of a patient with a coccidioidal menin- 


gitis, moribund prior to treatment, and now 
asymptomatic without clinical or laboratory 
evidence of residual disease 16 months 
later. The patient received a total of 5.7 
gm. of amphotericin D intravenously over 
a period of six and one-half months.? 


In our patient it was noted that excessive 
or too frequent doses caused increasing 
azotemia, which did: not occur when the 
antibiotic was given on alternate days. 
Littman et al.? have shown that a maximum 
blood serum level of 1.8ug/ml. was obtained 
with intravenous amphotericin B when 
given at doses of 1.2 mg/kg/day, falling 
to 0.9ug/ml. the following day without ad- 
ditional therapy. Their study further dem- 
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onstrates that eight human isolates of 
Coccidioides immitis were inhibited in vitro - 2 
by O.5ug/ml. of amphotericin B. It would — 
therefore appear that daily administration 
of the drug, although desirable, may not be : 
necessary for adequate treatment. E 


In view of the poor prognosis of dissemi- - Ee 
nated coccidioidomycosis,* the patient was — 
treated entirely by the intravenous route. 4 
However, encouraging results have been .— 
reported in other mycotic infections involv- ; 
ing the eye following the local use of am- — 
photericin B; namely, a Candida parakrusei - 
infection of the eye?; five cases of ulcera- | "3 
tive mycotic keratitis *; and a case of Volu- - S 
tella species of the anterior chamber of the 5 
eye.? 5 

No final evaluation is possible in our  . 
patient at this writing. Adequate follow-up - 
periods must be measured in years before 3 
preliminary opinions can be substantiated? - * 


Summary 


A remarkable clinical improvement was _ 
evident in a case of coccidioidal granulomas 
involving the skin and conjunctiva with 5.1 
gm. of amphotericin B administered intra- — — 
venously over an eight-month period. » A 


- 


Serologic tests and professional assistance were | A3 3 
provided by Dr. C. E. Smith, Dean of School of — c 
Public Health, University of California, Berkeley, — 
Calif., through the support of the commission of - 
acute respiratory diseases, Armed Forces Epidemi- 
ological Board. Noe 
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Letterman Army Hospital, San Francisco, Calif. | 
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Addendum to Following Article 


Since this paper was written, a third case 
of Bloom's syndrome in a 13-year-old boy 
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was established. As in the previous case the 
diagnosis of xeroderma pigmentosum was 
considered elsewhere. 
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A Contribution to Bloom’s Syndrome 


Congenital Telangiectatic Erythema Resembling Lupus Erythematosus in 


Dwarfs 


ISAAC KATZENELLENBOGEN, M.D., and ZVI LARON, M.D., Petah Tiqva, Israel 


In 1954 Bloom described a case of a 
dwarf with a congenital telangiectatic ery- 
thema of the face resembling lupus ery- 
thematosus,! and cited two additional cases 
with the same disorder previously reported 
by others.?? 

Because of the resemblance of the three 
cases, he suggested that they belong to a 
syndrome entity. Since then another four 
similar cases have been reported.*7 

In the present paper two further cases 
of this syndrome are described. 


Report of Two Cases 


Case 1.—Patient was referred to us at the age 
of 22 months for investigation of retarded growth. 
The parents were healthy and of normal height, 160 
and 179 cm. respectively. An 815-vear-old sister 
was of normal development. A 9-year-old girl- 
cousin on the mother's side was known to us as 
having generalized pigmented nevi. 


Past History: The pregnancy was uneventful, 
apart from a sore throat and slight bleeding during 
the first months. Delivery was normal and at term. 
Birth weight was 2,350 gm., body length 45 cm., 
head circumference 35 cm. 

Because of loose and frequent bowel movements 
the infant was fed skimmed cow's milk, but did 
not thrive. At the age of 6 months he weighed 
only 2,450 gm. Because of his condition he was 
twice admitted to other hospitals, where he received 
blood transfusions, vitamin injections, insulin, 
cortisone, DOCA, but gained only little weight. 
He also received small quantities of methyltestos- 


terone and prednisone on an ambulatory basis with 
no visible improvement. 


His growth and develop- 
ment as well as important treatments are shown 
in Figure 1. 

At the age of 3 months, during springtime, red 
spots appeared on the cheeks. These spread later 
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Fig. 1—Growth and development of Patient 1. 
Key: B.H., referred to Beilinson Hospital; Ther- 
apy: MT, Methyltestosterone ; R Prednisone; H, 
Halotestin (fluoxymesterone). 


to the forehead and ears. At the age of 114 years, 
for the first time, there appeared papulous, slightly 





*" 


X 


m 
ha^ 


E 
Es 


" 
T 
= 


itching, lesions on the extensor side of the fore- E 


arms. During spring and summertime the skin 
condition was more marked. 

Physical Findings : 
few words, in a high-pitched voice. Physical ex- 


The hovewalked and 431443 E 


amination revealed a small, but correctly propor- e 
tioned boy measuring 71 cm. in length and weighing 


6,760 gm. In terms of normal height and weight 
these measurements represent a height age of 9 
months and a weight age of 5 months, respectively, 
indicating that besides being small, the boy was 
underweight for his height. 


The anterior fontanella was almost closed. He 
had 20 teeth. Examination of the eyes revealed no 
cataract formation. There was a second-degree 
hypospadias witl two urethral openings and a left 
undescended testicle. This may have been one of 
the reasons for his not being toilet-trained and 
wetting his pants and the bed at night. 


Skin Condition: The face had a pinched ap- 
pearance, and a butterfly-shaped redness covered 
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Fig. 2 (Patient 1).—Telangiectases with inter- 
vening whitish atrophied areas covering the face. 


the skin of the nose and adjacent cheeks; it con- 
sisted of whitish and reddish spots which gave 
the skin a mottled discoloration, a kind of mammil- 
lated telangiectatic appearance, with intervening 
whitish grooves of fine atrophy (Fig. 2). The 
redness of the skin and the telangiectatic vessels 
were more prominent in the upper part of the 
cheeks, and to a lesser degree on the forehead and 
nape. Telangiectases were visible on the upper part 


Fig. 3 (Patient 1).—Biopsy from pap- 
ule of the forearm. Epidermis is irreg- 
ularly thickened; parakeratotic squamous 
cells are visible. Rete pegs are irregu- 
larly elongated (Hematoxylin and eosin ; 


4x10). 
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of the ears, while the skin of the chin remained 
free. The condition of the face resembled erythema 
ab igne. The lateral aspects of both forearms and 
the lower parts of the arms were covered with 
papules varying in size from a lentil to half a pea. 
These were partly firm, partly with a slight ex- 
udation on the top; a few telangiectatic vessels and 
papules were visible on the backs of both hands, on 
the fingers and on the buttocks. 

Histological Examination: Biopsy of a papule 
from the forearm (Figs. 3 and 4): The epidermis 
is irregularly thickened and covered by a large 
dyskeratotic plaque. There is almost no granular 
layer, only a few cells contain a few keratohyalin 
granules; some typical parakeratotic squames are 
seen. The rete pegs are irregularly elongated. The 
cells of both the basal and Malpighian layers are 
rather atypical, their nuclei are large, vesicular, 
and contain one or two prominent nucleoli. A 
number of cells are characterized by a broad 
optically empty perinuclear halo. There are many 
mitotic figures, some of them abnormal. The 
upper derma is infiltrated by lymphocytes and 
histiocytes; some inflammatory cells penetrate the 
epidermis. The basal membrane is partly ill-defined, 
partly missing. The vessels are dilated but there 
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BLOOM’S SYNDROME 


Fig. 4 (Patient 1).— 
Same slide as Figure 3. 
Malpighian layer showing 
vesiculated cells with mi- 
totic figures (Hematoxy- 
lin and eosin; 4X10). 


are no signs of angiomatous change. Conclusion: 
a mild widespread Bowen-like type of dyskeratosis. 

Other Laboratory Findings: A complete blood 
count showed hemoglobin, 10.8 gm. %; RBC, 
3,500,000 per cubic millimeter; WBC, 5,000 per 
cubic millimeter with a normal differential count. 
Serum total proteins were 7.15 gm. %, with a 
normal electrophoretic pattern, blood urea was 30 
mg. %, serum cholesterol 156 mg. %, calcium 8.6- 
96 mg. %; inorganic phosphorus 5.5 mg. %, 
alkaline phosphatase 8-14 Bodanski units. PBI 
was 3ug. % (lowest normal for our laboratory). 
Fasting blood sugar was 122 mg. 96 and an intra- 
venous insulin test caused a 30% reduction after 
15 minutes and a return to normal values at 90 
minutes, Routine urine analysis revealed no ab- 
normalities, Urinary aminoacid chromatogram 
showed 13 aminoacids. Urinary porphyrin excre- 
tion was 33ug. per 12 hours. A water-loading 
test showed excretion of more than 50% of the 
load in four hours. X-rays of the skull, sella 
turcica and intravenous pyelogram showed no ab- 
normality. Bone age was estimated at 114 years. 

In order to test the sensitivity of the skin to 
sunshine and ultraviolet rays, on repeated occa- 
sions, dime-sized parts of the skin of the abdomen 
were exposed to sun and Kromayer lamp irradia- 
tion. The skin was hypersensitive to both; never- 
theless, normal pigmentation resulted and no 
telangiectases or papules appeared. 

Treatment and Course: As the physical and 
laboratory examination did not reveal any recog- 
nizable endocrine or metabolic disturbance, our 
endeavor was directed to increasing the pa- 
tient’s weight, which was insufficient for height, 
and thus provide better conditions for his 
growth. Treatment with a new anabolic hormone 
(Halotestin-Upjohn, 9-a-fluoro-11-8-hydroxy-17-a- 
methyl-testosterone) 1 mg. per day, and insulin in 
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weight is 8.3 kg. and his height 78 cm. 
Case 2.—The study of a similar case, a 1014- 


year-old boy, was made possible by the courtesy - 


of Prof. H. Zondek. The patient was the first 
child born to healthy parents of average height. 
He was the product of a normal pregnancy and 
a normal delivery. His birth weight was 2,000 gm. 


and he was kept in nurseries for two months. He 


vomited, had diarrhea, and did not gain weight; 
therefore he was transferred to a pediatric ward. 
In spite of blood transfusions, antibiotics, and 
different formulas, at the age of 8 months he still 
weighted only 2,000 gm. He was taken home 
by his parents against medical advice and was 
given a two-hourly formula feed. At the age of 
114 years he weighed 3.5 kg. His first tooth 
erupted at the age of 2. Starting from the age 
of 3 he was given courses of insulin, testosterone, 
cyanocobalamin injections, and liver preparations. 


His growth proceeded slowly, as can be seen in . 


Figure 5. His intelligence was fair and at the 


time of our examination the boy had finished the | 


fourth grade. 


At birth the mother noticed two red spots on 
his cheeks, which increased in size and spread 
over the face when the baby was taken out into 
the sunshine. At an early age lesions also appeared 
on the skin of the forearms. 


There are three smaller siblings of normal de- 


e 
velopment. The maternal grandfather was also 
of short stature. 


Physical Findings: 





imn". 


small doses during a whole year did not improve - 


his very slow gain of weight and his rate of — 
growth (Fig. 1). At the age of 234 years his — 


E 


vate ar 
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The boy was cooperative 


and intelligent, his voice was high-pitched. His — 


body measurements were: weight 17.3 kg., cor- 
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CHRONOLOGICAL AGE - YEARS 


Fig. 5.—Growth and development of Patient 2. 
B.H. indicates referred to Beilinson Hospital. 


responding to a mean weight age of 414 years; 
height 118 cm., corresponding to a mean height 
age of 615 years. The head was small, 46.5 cm., 
and its form sharpened anteriorly. 


The genitalia were small but normal for pre- 
adolescence. 


Skin Condition: The skin of the face showed 
the following changes: telangiectatic erythematous 
spots covered the nose, the adjacent parts of the 
cheeks, and the lower part of the forehead. The 
upper part of the forehead was smooth, without 
erythema (the boy always wears some kind of 
headgear, usually a skullcap). Few patulous fol- 
licles and milia were located on the nose and 
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Fig. 6 (Patient 2).—Papular lesions on the ex- 
tensor parts of the forearm. 


cheeks. Bullous crusted lesions covered the ver- 
milion of the underlip. On the lateral sides of the 
forearms there were papular lesions of different 
sizes (Fig. 6). The skin of the right shoulder 
and back revealed numerous large and small café- 
au-lait spots. 


Histological Examination: Biopsy was made 
from two lesions of the face: the epidermis is 
rather thin and the rete pegs are flattened 
(Fig. 7); the stratum corneum is of normal 
breadth, but occasionally keratotic plugs are found 
and the granular layer is prominent (Fig. 8). 
The normal epidermal structure is obscured and 
the cells are irregularly arranged. There are 
numerous cells, occasionally found in small groups 
characterized by a large cytoplasm and distinct 
cell membranes. The nuclei are irregular and rich 
in chromatin. In the derma numerous widened 
blood or lymph vessels are present, occasionally 
with a mild perivascular infiltration of small round 
cells and histiocytes. 


Fig. 7 (Patient 2).— 
Skin biopsy of the face, 
showing flattened rete 
pegs, prominent granular 
layer, widened blood or 
lymph vessels in the 
derma. (Hematoxylin and 


eosin; 447.5.) 
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Fig. 8 (Patient 2).— 
Same slide as Figure 7, 
showing a keratotic plug 
and the prominent gran- 
ular layer. ( Hematoxylin 


and eosin; 447.5.) 


Other Laboratory Investigations: These re- 
vealed: serum total proteins 7.4 gm. % with a 
normal electrophoretic pattern; blood urea 33 mg. 
O6; total lipids 492 mg. %, calcium 8.1 mg. %, 
PBI 4.6ug. 96; plasma 17-hydroxycorticosteroids ; 
fasting 20ug. 96 and two hours after intravenous 
injection of 10 I.U. of corticotropin, 35ug. '%. Rou- 
tine urine analysis revealed no abnormality and 
aminoacid chromatogram showed 11 aminoacids. 
Twenty-four-hour 17-ketosteroid and 17-hydroxy- 
corticosteroid excretion were 2.1 mg. and 5.5 mg., 
respectively. Pilocarpine test was negative. 

X-rays of the skull and sella did not show ab- 
normal changes. Bone age was found to be 10 





Examination of the eyes did not reveal 
cataracts. Laryngoscopy showed a normal larynx. 

In conclusion, apart from a relatively low serum 
calcium level, no evident endocrine or metabolic 
disturbances could be detected. 


years. 


Comment 


The two patients described in the present 
report resemble the cases reported by Bloom 
under the name of congenital telangiectatic 
erythema resembling lupus erythematosus 
in dwarfs.! The important data on the seven 


Summary of Important Clinical and Laboratory Data in Nine Patients with Bloom's Syndrome 
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patients. Sidi the vira reported in the 
3 E^ literature so far, including the patients here 
. described, are summarized in the Table. 
_ Eight out of nine patients, were male, and 
g in most of them the characteristic skin le- 
EL sions appeared on the face in early infancy 
EC and later on the extremities. It appears that 
= the skin condition was related to sensitivity 
z to sunlight. 
Eight patients are known to be of short 
- stature. Thyroid and adrenal function tests 
E performed in five patients showed no ab- 
= normality. No mention of clinical signs 
=~ pointing to a disturbance in these glands is 
. mentioned in the remaining four case his- 
E . tories. Bone age when tested was found 
— normal or only slightly retarded. In two 
— of the four older patients the development of 
E the sexual organs was normal. As no genital 
- abnormalities are reported in the other two 
i ients, Nos. 5 and 6, we presume a nor- 

E -mal sexual development. 

E ` Considering the lack of evidence of de- 
2 ficiency of thyrotropic, adrenocorticotropic, 

0 or gonadotropic hormones, the stunted growth 
- . cannot be explained by hypopituitarism. The 
- absence of marked delay in osseous develop- 
ment also speaks against hypopituitarism or 
hypothyroidism. In our cases previous treat- 
ment with sex hormones might have had a 
slight influence on bone maturation, but the 
doses were small and the periods of ad- 
ministration relatively short. 

Another characteristic stressed also by 
Hillman et al.* is the underweight, even for 
height, in some of those patients. If one can 
— assume that hormonal secretions are normal, 
E the disturbance in growth must be due to a 
- lack of ability to grow of the target organs 
and/or systems. This may involve one or 
. more congenital metabolic or enzymatic dis- 
— turbances, of which we still know very little. 
| At present, these cases are called primordial 
dwarfs. In contrast to hypopituitary dwarfs, 
primordial dwarfs bave a relatively normal 
bone age and they are small ‘from birth on. 
- . Indeed, five cases including those here de- 
scribed had a very low birth weight and 
E their early development was very difficult. 
- Wagner 8 and Wilkins ? mention the associa- 
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tion of primordial diat fa with various 
congenital anomalies. Six of the nine cases 
fulfilled this requirement; Cases 3, 4, 6, and 
9 have “café-au-lait” spots, Case 3 has 
ichthyosis hystrix, Case 2 has a supernumer- 
ary finger and Case 8 hypospadias and an 
undescended testicle. 

There is a great degree of resemblance 
between the syndrome discussed in the 
present report and the syndromes of Roth- 
mund !? and Thomson.!^!? Taylor, review- 
ing the literature on these two syndromes 
in 1957,% was not aware of the cases de- 
scribed by Bloom in 1954; the same holds 
true for Bloom, who did not mention Roth- 
mund's or Thomson's syndrome. 

The most constant finding in the syn- 
drome of Rothmund and Thomson are 
reticulated atrophy, telangiectases, and pig- 
mentation of the skin of the face and ex- 
tremities appearing in early infancy. Many 
of the patients were described as of short 
stature. In addition to these changes the 
characteristics of Rothmund's syndrome as 
originally described include juvenile cata- 
racts; Thomson's syndrome, absence or 
sparseness of the eyebrows and eyelashes, 
congenital bone defects, dystrophic nails, 
and defective teeth. It should be stressed 
at this point that not all the cases described 
under the different names showed all these 
so-called characteristic changes at one time; 
this is true even for the first families de- 
scribed by Rothmund. Most patients in both 
above syndromes were women and some 
showed a recessive inheritable characteristic. 
In a few patients the endocrine glands were 
thought to be affected; in men undescended 
testes and in women amenorrhea and juve- 
nile genitalia were described. These changes 
certainly are not sufficient to suggest a 
primary endocrine disturbance. 

Thannhauser, reviewing Rothmund's and 
Werner's syndrome,!* reminds us that "the 
skin changes are the most characteristic 
features for differential diagnosis and are 
present in all cases reported." The same 
holds good for Thomson’s and Bloom’s 
syndrome. Therefore it would be pertinent 
to emphasize the salient points of the skin 
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condition in each of the syndromes enumer- 
ated. With one or two exceptions the first 
symptoms on the skin appear at an early 
age, within three to six months. 


In Rothmund's cases marmorization of 
the skin, net-like arrangement of telangiec- 
tases around the atrophic scaling area, has 
been described. The color of the affected 
skin impresses one as pinkish-red, but on 
close inspection small white atrophic areas 
and brownish pigmented spots are visible 
in the vicinity of the telangiectases. Ears, 
buttocks, knees, and extremities were in- 
volved in the same fashion. 


Thomson's cases manifested in infancy 
a tense swelling of the face, buttocks, and 
other parts of the body and extremities. 
Gradually there appeared a telangiectatic net- 
work, and later a linear reticulated pig- 
mentation appeared in the affected areas. 
The older lesions are described as resem- 
bling erythema ab igne, save that the mottled 
lines of pigmentation were finer. There was 
also a fine reticulated and punctuated atrophy 
of the skin. 

In Bloom's syndrome a skin condition is 
described resembling lupus erythematosus, 
in addition to a bullous eruption on the lips, 
due to hypersensitivity to sunlight. In an- 
other case telangiectatic plaques were pres- 
ent in the butterfly area of the nose and 
adjacent parts of the cheeks, on the upper 
eyelids, and on the forehead. Brunsting,® 
in presenting his case of Bloom’s syndrome, 
mentioned “‘telangiectases centering the face, 
forehead, chin, and lips" and "scattered 
lichenoid discs off and on." In Hillman’s 
case* the facial skin appeared atrophic; 
over the malar regions and lower eyelids 
there was an “eczematous rash" with areas 
of increased vascularity and hyperkeratosis; 
and finally, in the adult case of Korting and 
Adam,’ the description resembles more than 
in other cases lupus erythematosus discoides : 
“a persistent type of erythema with follic- 
ular plugging and hyperkeratosis and tel- 
angiectatic vessels.” 

In spite of variations there is a remark- 
able resemblance of the skin condition in the 
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three um ove desked PRE the differ eT Es 
entiation on clinical-dermatological | grounds © 
alone would not be justified. Numerous 
histological examinations were made by 
authors describing Thomson’s syndrome. Ir 
addition to hyperkeratosis and irregular | 
acanthosis, there were in places atrophy, loss - 
of papillae, confusion of the epidermodermal 
junction, and hyperpigmentation among 
basal cells and the adjacent spinous cells. : 
The vessels were dilated, but nowhere were 4 
there any signs of angiomatous changes. Y 
one of the cases, Rook and Whimster 15 un- ` 
derline the “Bowen type dyskeratosis.” “T ia 
change occurs in patches and consists 
nuclear clumping, disparity of nuclear 
and large giant cells. There is no evider 
of new vessel formation." While the clinic 
likeness with poikiloderma and lack of bis "a 
tological proof is mentioned in Thomson’s — 
and Rothmund’s syndromes, the reports oa » 
Bloom's syndrome indicate the clinical 1 re- 
semblance with lupus erythematosus büt- 
without histological confirmation. T 
In our first case histological examinat on 
of a papule of the skin of the arm shov ved 
a Bowen-like character: hyperkeratosis, par- - 
akeratosis, and acanthosis; in the epidermis . 
throughout the stratum Malpighii the cells 
were in complete disorder with vacuolization ^ 
and keratinization of individual cells. There | 
were numerous mitoses anda few “dropped” * 
basal cells. The basal membrane was ill- - 
defined and partly missing. There was a 3 
dilatation of the vessels but no signs of - 
angiomatous change. These findings dovetail | 
with the description given in cases of Thom- - 
son's syndrome by Thomson !!J and Rook - 
and Whimster.!? Biopsies done by us from | 
the face in our second case were more rem- 5 
iniscent of the inconclusive reports in he 
case of Torre.’ In addition we could find ing 
our case circumscribed keratotic plugging, | 
confusion of the epidermodermal junction | 
and melanin granules in the basal layer. | 
Korting 7 sttesses the rich pigmentation in : 
the upper cutis in his patient—an adult aged $ 
37—and he believes it to be a lipopigment. - 
We could not find lipopigment in our cases. _ 
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-  . Smudged or reticulated pigmentation was 
- . described as one of three cardinal changes 
—. in Rothmund's and Thomson’s syndromes, 
. other signs being reticulated, linear, or punc- 
tuate atrophy of the skin and telangiectases. 
— Pigmentation seems to increase with the 
— duration of the skin changes, i.e., with age. 
= While no pigmentation was noticed in our 
© first case (boy aged 214 years) a smudged 
- pigmentation was evident in our second 
case (boy aged 10 years). Korting, in dis- 
-cussing his case, raised the question whether 
_ the iron-free pigment found in similar cases 
could help to confirm the histological diag- 
nosis of congenital poikiloderma. Sensitivity 
- to sunlight was particularly emphasized in 
-. 'Thomson's and Bloom’s syndrome, while 
T this point was not raised in Rothmund's 
- cases. Our patients were sensitive to light. 
In the first patient the skin condition started 
= —according to the parents’ account of his 
- history—after a short exposure to sun. In 
= the second case the part of the forehead 
P constantly covered by a skullcap remained 
free from eruption. In both our cases 
Kromayer-lamp exposure of the skin of the 
abdomen has shown an increased sensitivity 
to ultraviolet rays, but no telangiectases re- 
. sulted. We did not find absence or sparseness 
— of the hair of the eyebrows or eyelashes. 

The question arises whether the syndrome 
= described by Bloom is another form of the 
-= same primary ectodermal dysplasia to which 
the syndromes of Rothmund and Thomson 
belong, or whether it represents a separate 
entity. It may be basically true that the skin 
| changes of Rothmund's and Thomson's syn- 
drome are identical with those postulated in 
-. Bloom’s syndrome with modifications de- 
pending on age, distribution, and exposure 
.. to sun. Still, there are differences, mentioned 
- before, which might vindicate the continu- 
- ance of the three names, at least until a 
better understanding of the physiopathology 
. Of this or these disorders is obtained. 
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Summary 


= Two children with a syndrome of tel- 
. angiectatic erythema and dwarfism ( Bloom's 
_ syndrome) are described. 
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Seven cases with this syndrome previously 
reported in the literature are reviewed and 
its resemblance with the syndromes of Roth- 
mund and Thomson discussed. 

Evidence is brought forward that the 
dwarfism is not of endocrine origin and that 
it belongs to the primordial type. 

The authors are indebted to Dr. I. Boss of the 
Pathological Institute and to Mrs. K. Norton of 
the Photographic Laboratory of Beilinson Hos- 
pital for their long-continued help. Dr. H. L. 


Upjohn of the Upjohn Co, Kalamazoo, Mich., 
kindly supplied the Halotestin. 


Beilinson Hospital, Skin Department. 
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Follow-Up Study of Effect of Oral Methoxsalen à 
(8-Methoxypsoralen) on Sunburn and Suntan E 


J. DONALD IMBRIE, M.D.; LESTER L. BERGERON, M.D., Portland, Ore., and 


THOMAS B. FITZPATRICK, M.D., Ph.D., Boston 


Extensive use of methoxsalen in patients 
with a tendency to easy sunburning and poor 
tanning resulted in enthusiastic testimonials 
which claimed increased tanning and de- 
creased burning. A controlled study designed 
to test the validity of the testimonial evi- 
dence did not support it.t The double-blind 
study of Daniels et al. was carried out on 
106 patients, most of whom received 10 mg. 
and a few, 20 mg. of methoxsalen. In this 
study the patients failed to discriminate be- 
tween lactose placebos and methoxsalen as 
to their sunburning and tanning responses. 
The high incidence of effects attributed to 
the placebos emphasized the high inherent 
error of the testimonial data. It was believed 
that the "use of a higher dose of active 
drug might have led to a better separation 
of drug and placebo groups." Previous 
studies indicated that 20 mg. of methoxsalen 
is the minimum effective dose for the ma- 
jority of persons and this dose was selected 
for the present study. 


Experiment Design 


Thirty women from 19 to 45 years of age and 
ten men from 22 to 36 years of age participated 
in the study. The subjects were volunteers, mostly 
medical students and research personnel of the 
University of Oregon Medical School. 

The sun exposure was divided into two periods, 
and the schedule was so arranged that during the 


Submitted for publication Jan. 25, 1960. 


TABLE l.—Exposure Guide 








Basic 
Skin Color Initial Expos. 2d Expos. 
Light 15 min, 20 min. 
Medium 20 min. 25 min. 
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first period half of the subjects received methox- | 
salen, and the remainder were given placebos. n^ 
the second period of the experiment this order - 
was reversed. Code numbers were issued so that - 
neither the investigator nor subject knew which - 
preparation was first received. The subjects were 
instructed to take two tablets two hours before - 
exposure and were given a standard exposure | 
guide to follow * (Table 1). - 


Each subject was instructed to use all 16 tablets. 3 
given him for Exposure Period 1, report his E 
impressions of the findings, and then received — 
another 16 tablets for Exposure Period 2 and . 
report again when all exposures were completed. 


A standard set of data was compiled for each 1 
of the subjects before the tablets were used. This 
included hair color: blond, red, brown, or black; $ 
eye color: blue, brown, or mixed; and basic (un- | 
tanned skin) color: light, medium, or dark. Sun- . 
tanning and susceptibility to sunburn of each | 
subject was rated on a scale of five. The scale read: — 
very easily, easily, average, difficult, impossible. — - 
These results were recorded on data sheets for  - 
comparison with past experience of suntanning 
and sunburning tendencies of the subjects. Space  - 
was provided for decreased, same, or increased - t 
suntan. The statistical significance of the data | 
was determined by calculation of the x2. A proba- - j 
bility level of P>0.05 was used for statistical E 
significance unless otherwise specified. 


Results 


The distribution of eye and hair color is 
given in Table 2. In Table 3 there is a com- 
parison of the sunburning tendency and the 
suntanning capacity of the subjects. It is A : 
apparent that our experimental group con- | 


P4 


| Subsequent Y 

3d Expos. 4th Expos. Exposures : Sd 5 

25 min. 30 min. Based on erythema E - 
30 min. 35 min. and tenderness 
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E "TABLE 2.—Eye and Hair Color of Patient S ample 





i Eye Color 
En" Hair Color Blue Mixed Brown All 
Blond 9 3 1 13 
s . Red 2 0 1 3 
- Brown or Black 8 4 12 24 
| All 19 7 14 40 


tained a high proportion of persons who 
burn easily and tan with difficulty. 

Of 55 subjects, 40 reported on at least 
the first period of exposure (Group 1) and 
. ES reported on both exposure periods ( Group 
_ 2). This is comparable to the percentages 
reporting in the study of Daniels et al. 

~The question whether the probability of 
— completion of the experiment was influenced 
by the drug issued was studied. It was 


— found that the proportions of those report-. 


ing were not found to be significantly dif- 
- ferent whether the capsules in the first 
= period were methoxsalen or placebos. The 
same was found to be true for the second 
exposure period. It was concluded that there 
- was no particular selection in the returns 
— between placebo and methoxsalen subjects. 


The results of the sunburning responses 
of Groups 1 and 2 are summarized in Table 
4. For Group 1 we found no significant 
difference between methoxsalen and placebos, 
yet in Group 2 there was a significant dif- 
. ference. Note also that the placebo reaction 
= is quite low. 

— In Table 5 the suntanning responses of 
— Groups 1 and 2 are tabulated. Increased 
. tanning of the subjects on methoxsalen as 

























= TABLE 4—Sunburn Response 


Question- 
Ss Same or aires 
= Groupi Less More Returned 
Methoxsalen 7 15 22 
Placebo 2 16 18 
Total 9 31 40 
$» 
Group 2 
Methoxsalen 10 5 15 
Placebo 4 12 16 
Total 14 17 31 
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TABLE 3.—Patient's Characterization of Tésübicy 
to Sunburn and Tanning Ability 


aes 














Burn 
Very 
Tan Easily Easily Aver. Diffic. All 
Easily 0 1 7 2 10 
Average 0 0 11 2 13 
Difficult 3 8 2 1 14 
Imposs. 0 2 1 0 3 
All 3 11 21 5 40 





compared with placebo is evident. In both 
groups this is statistically significant. Again 
the placebo reactions are notably few. 


Comment 


Results obtained in this study do not con- 
firm a previous study reported by Daniels 
et al. The subjects in the present study were 
able to discriminate between the sunburn- 
ing and suntanning effects of methoxsalen 
and placebos. Also, there were notably few 
effects ascribed to the placebos. One differ- 
ence in the present study is the use of a 
higher dosage of methoxsalen (20 mg.) in 
all the subjects, while Daniels et al. used 
mainly 10 mg. 

In addition, in this study all the subjects 
were observed by two observers at one in- 
stitution, while in the study of Daniels et al. 
the data was a compilation of cooperating 
physicians in scattered parts of the United 
States. 

On first analysis the effect of decrease in 
sunburn for active drug was not significant 
for Group 1 but highly significant for Group 
2. If the nine subjects who reported on only 


TABLE 5.—Suntan Response 








Question- 
aires 
Group 1 Same More Returned 
Methoxsalen 12 10 22 
Placebo 17 1 18 
Total 29 11 40 
Group 2 
Methoxsalen 3 12 15 
Placebo 12 4 16 
Total 15 16 31 
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the first exposure period are not included, 
then there is a significant difference. Of 
these nine, six received methoxsalen and 
three received placebos, yet all nine reported 
no difference in their sunburning or tanning 
responses. This may have resulted from 
these subjects being not as earnest in their 
attempt to evaluate the drug or it may be 
an accurate result, the nine failing to report 
on the second exposure because of disap- 
pointing results and unwillingness to con- 
tinue. 


The differences in sunburning response 
between methoxsalen and placebos are not as 
striking as the differences in suntanning re- 
sponse. We believe that at least part of this 
is due to confusion in meaning of the term 
"sunburn." Controlled experiments have 
shown that more erythema results from a 
single exposure to sunlight and oral methox- 
salen than from a similar exposure to sun- 
light alone? The term, sunburn, to most 
people describes a subjective feeling of 
warmth and pain as well as a change in 
skin color. Subjects often reported becom- 
ing “redder” after their initial methoxsalen 
exposure but not feeling "burned" (i.e. with- 
. out pain or tenderness). In these instances 
this was recorded as "less burn." Others 
reporting more burning may have meant 
increased erythema. These latter, we felt, 
were the exceptions, however. In addition, 
since tanning is augmented, the subject 
could easily have a false impression of less 
erythema per exposure. Therefore, we re- 
ported less burning as the subjective feel- 
ings of the subject. 


The lower incidence of placebo reactions 
in this study is more difficult to explain 
since the type of subjects on both studies 
were apparently similar. At all times the 
investigators tried to avoid imparting any 
enthusiasm for the effects of the drug to the 
subjects. All the individuals were aware that 
they had a 50% chance of receiving placebos 
as either first or second group of tablets. 
We believe that the use of the 20 mg. dose 
allowed more subjects to experience a bona 
fide effect of the drug. 


Imbrie et al. 











































Augmentation of suntanning with 20 mg. | 
methoxsalen has also been obtained ui 
Stegmaier in a recent blind clinical triz 
with 100 volunteers.* m 

It is apparent from Stegmaier's report | 
and the data obtained in this blind study 
that methoxsalen increases the suntanning 
response in normal men and women ob- 
taining exposure under field conditions. No 
unpleasant side-effects or severe burning oc 
curred in our subjects because all subject s 
followed a sun exposure guide. This guidi 
suggests graduated increments of solar € x- 
posure. In our rather extensive expen 
with methoxsalen over the past seven years | 
there has not been a single instance of severe. 
sunburn following the use of methoxsalen 
in a dose of 20 mg. and following carefully 
graduated exposure. Severe sunburning has | 
occurred in those persons who have in- - 
judiciously taken higher doses of the drug 
or who have not been careful about the first | t 
four daily exposures. 4 


Methoxsalen is not recommended as a 
“suntan pill”; it is not a cosmetic but a - 
potent drug to be used under the direction - 
of a physician. The dangers of the drug - 
have perhaps been overemphasized while the | 
indiscriminate use of methoxsalen as a “sun- | 
tan pill” for any and all who desire a “tan” k 
has been exploited by the lay press. There - 
is now enough evidence to make a claim that | 
methoxsalen can accomplish an increase in 3 
solar tolerance. Methoxsalen is advocated as x 
an orally administered drug to increase Re 
tolerance of skin to sunlight in individuals | 
who do not have adequate natural protect 
mechanisms. Whether the drug will be use 1 3 
indiscriminately or wisely is the responsi- 
bility of the physician. We urge that 
methoxsalen be given only to patients NU i 
understand its indications and hazards a id - 
for a medical (not cosmetic) indication. - 


r ndi 


e Summary 


A controlled blind study of 40 normal 
subjects to compare the effects of 20 mg. - 
of oral methoxsalen and placebos is re- — 
ported. Statistically significant differences — 
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= were observed between active drug and 
. placebos. Previous evidence that this dosage 
_ of methoxsalen with carefully graduated ex- 
|» posures to sunlight would result in a de- 
Be reased degree of sunburn and augmented 
E. . pigmentation was confirmed .?:5* 

- Methoxsalen was supplied by the Upjohn 
E Company. 


E Department of Dermatology, Harvard Medical 
E Massachusetts General Hospital (14) (Dr. 
; - Fitzpatrick). 
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. Don’t be too clever. 

. Don't diagnose rarities. 

. Don't be in a hurry. 

. Don't be faddy. 

Don't mistake a label for a diagnosis. 


Don't be too cock-sure. 
. Don't be biased. 
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Dont's for Diagnosticians 


Don't diagnose two diseases simultaneously in the same patient. 


. Don't hesitate to revise your diagnosis from time to time in a chronic case. 


Sır ROBERT HUTCHINSON 


“The Principles of Diagnosis,” 
British Medical Journal, 1928. 
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- Askovitz' Study on Paired Comparisons 


A. G..de WILDE, Leiden, Holland 


In Holland, the one-side treatment (si- 
multaneous paired comparison method, 
Sulzberger )* had already been applied be- 
fore World War I (Siemens, 1938, 1939).*5 
Especially, attention has been paid to the 
clinical application of this method (Siemens, 
1952, 1958).** In other countries, however, 
scientists hardly considered this kind of 
research, in spite of the fact that Sulzberger 
has frequently pointed out the importance 
of the method (Sulzberger, 1940, 1946, and 
other places).!93! This is the reason why 
Askovitz’ investigations (1958)! have 
drawn our special attention. In his study 
a changed statistical evaluation of the re- 
sults of the paired comparisons has been 
proposed. Askovitz' argumentation for this 
changed evaluation is briefly the following: 
Very often in paired comparison testing, 
patients are recorded “in whom the re- 
sponse to the new drug is no different 
clinically from the response to treatment 
with a blank control.” The number, ND, 
of these patients in whom no difference 1s 
observed has no influence on the statistical 
evaluation of the difference between T 
(number of patients in whom the new treat- 
ment was found superior to the control) 
and C (number of patients in whom the 
control application proved superior to the 
new treatment). 

An illustration is given by the following 
example: If T=19, C=1, ND=80, the 
effect of the new treatment is tested by 
comparing numbers 7’=10, C’=10 (the 
case in which the treatment produces no 

Submitted for publication Feb. 5, 1960. 


Laboratory of Anatomy and Embryology, Uni- 
versity of Leiden. 


* Siemens recently proposed the term: therapia 
externa comparativa (comparative topical therapy). 





effect) with the actual numbers T=19 and . 


C=1. 


The statistical test can be the application — 
of the binomial distribution, or the sign — 
test (and others if T+C is large enough).  - 
The elimination of 80 patients from the - 
investigated series in the statistical test is — 


the reason for Askovitz’ protests. He says | 
that i£ T=19, C=1, ND=980, “we would 4 
hardly be expected to ignore the fact that 


the new product was no more effective than — 


Er 


the control in 98% of the patients on whom _ 


it was tried. In an attempt to overcome this $ : 
difficulty, it was decided to divide the num- ~ 
ber of patients in whom no difference was 4 


observed into two equal groups and to add . 


the number in each group to the totals of - m 
patients in whom there had been an ob- ~ 


served difference.” 

I have some objections against this meth- 
od as proposed by Askovitz: 

1. We have no a priori knowledge of - 
the method in which the no-difference pa- 
tients must be evaluated. If we assume that 


in 14 ND patients the new treatment is a 


- 44 
" 
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. 


superior (or, respectively, inferior) to the | 
blank controls, and these numbers are added — | 
to T and C, the statistical importance of the - 


T—C difference is diminished, and the 
chance that the null-hypothesis, (Ho), T=C 


is rejected, is smaller than without adding LE 
Y% ND to T and C (see Hemelrijk and a 


van Elteren,? 1954, p. 47). We can also 
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assume that a number equal tome x NDS 


of the no-difference patients belongs to the Lr 


T-group, ando ec X ND to the C-group. d 


The effectiveness of the new treatment is — 


then enormously exaggerated. Both as- 
sumptions are rejectable. We have no 


information about the effectiveness of dics aN 
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* new treatment in the patients, other than 


- the numbers T and C. 


. 2. It is a customary belief that the im- 


B nce of the difference T —C depends 


on the total number n of the individuals 


nomial distribution (Smith, 1954)? and the 
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Sign-Test Applied to Results of 
Schamberg et al. Studies 








Therapeutic 
Effect in 


Probability that fludrocortisone is not better than 


= mean of the linear combination uw=p— q, 

. is supposed to be zero in the Ho. Its vari- If we take a confidence level of 5%, we 
= ance formula is: can conclude from this Table that- flu- 
a : Vsew—(pd-q—44 v) /n—2p/n. drocortisone has a good therapeutic effect. 
“Ss 


V 


a 


. If we find an observed difference of pro- 


portions (T—C)/n, then its significance 


: can be tested by 


t=[(T—C)/n]/[2p/n] 
. The only unknown parameter is p. There 


4 is no a priori probability for p. The best 


| estimation for p is ILE. With this estima- 


Hydrocortisone and prednisolone, hydro- 
cortisone and fludrocortisone do not show 
significant differences in their therapeutic 
effects. 


Summary 





investigated. The importance should be  thecontrollotion base P=0.01% 46 % 

E. T TM. hid ji l Probability that fludrocortisone is not better than 

.. smaller with larger n (which implies larger — — nyarocortisone P=46% 46% 

— ND). That this is not true can be easily Probability that hydrocortisone is not better than 

S dizi fludrocortisone P=38% 46 95 
— T, C, and ND falling in their respective hydrocortisone P=11% 28 Zo 

a" | f it; Probability that hydrocortisone is not better than 

-. classes are f, q, and r, we have a multi- prednioluna P=19% 28 % 


TEIRA f r The “simultaneous paired comparison 
T pum wenn Pa method" Sulzberger (the "one-side treat- 
a VTC ment" of "comparative topical therapy" Sie- — 


- With the correction for continuity" — c this mens) pesos statistical problems, some of 
E which have been studied earlier by Asko- 


ds exactly the sign-test for jin compari- vitz (1958). His statistical evaluation of 








sons in larger samples (*725). From 


a E this deduction we see that n does not influ- 


n 


ence the result of the test. The only reason 
By we can stop the new treatment while 


— T is significantly greater than C is the 
- considerably more frequent occurrence of 


— ND patients than an arbitrarily chosen level 


Um 
oy 


= patient 
"markedly better" than the other was ap- 


- (eg, 50% or 6696) (Hemelrijk and Van 
s Elteren, 1954) .* 


3. It is very difficult for me to believe 
= that it is possible to decide that a single 
in whom one treated area was 


= proximately equivalent, as evidence for the 


E 


-p > 


superiority of the treatment applied to that 
area, to four patients in whom this area was 
"moderately better than the oher.” 

When the sign-test for large numbers 
was applied to the results of the investiga- 


tions of Schamberg, Askovitz, and Green- 
berg? (1958) we found: 
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what he called “No Difference” patients 
ought to give a reasonable evaluation of 
the number of these patients with regard 
to the therapeutic effects of a therapy. In 
our study we gave theoretical and statistical 
arguments which proved—as we believe— 
the unrightness of Askovitz’ theory. 


The number of "No Difference" patients 
does not give any information about the 
possible existence of a therapeutic effect of 
an agent. In general this number can be 
used only in answering the question: Must 
we apply this agent 1f any effect (good or 
bad) of it results in x96 only? (where x— 
100X (N —number of N.D. patients) :N ). 
Applied to the therapeutic effects of several 
corticosteroids very different results were 
obtained, compared with the results of 
Askovitz’ method. 


Anatomisch-Embrvologisch Laboratorium der 


Rijksuniversiteit te Leiden. 


Vol. 82, Oct., 1960 
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E m CLINICAL SENSE 


The Use of the Five Senses 










Clinical knowledge depends upon three processes—observing, recording, and thinking. Each 
cat embodies a different use of the word sense. Observing requires a sense of perception—that is, — 
e skilled use of the senses; recording depends on the use of words in their correct sense—that — — 
v is, the art of making sense; and thinking (which includes the processes of consideration, 
rumination, and deliberation) requires the use of a third kind of sense—the opposite of non- 
sense—a sense of wisdom. These three kinds of sense—perceptual sense, word sense, and 
common sense—growing from that one word, form a tripod which supports the whole structure 
of clinical medicine. In other words the art of medicine depends on the stimuli that enter E 
the mind of the physician (or that structure corresponding to it in the surgeon), the processes —— 
that go in that mind, and the resulting material produced by it. 


E RICHARD ASHER, M.D., F.R.C.P. 
i British Medical Journal, April 2, 1960. 











: A New Adhesive Protectant Vehicle for Oral Mucosal 
1 Disease 


E AUSTIN H. KUTSCHER, D.D.S., and EDWARD V. ZEGARELLI, 


- . Attempts to treat acute and chronic le- 
- sions of the oral mucous membranes with 
= topical medications (including chronic mar- 
ginal gingivitis, the keratoses, desquamative 

| "stomatitis, recurrent ulcerative stomatitis, 
pemphigus, erythema multiforme, drug erup- 

—— tions, etc.) have been severely hampered by 
the difficulty in maintaining such medica- 
— tions at the site of application. 

— This report is concerned with the desirable 

a properties of a new adhesive-vehicle-pro- 

. tectant preparation (to be referred to as 

-. Orabase) designed especially for maintain- 

— ing topically applied drugs on the oral mu- 

= cous membranes for longer periods of time 

= than heretofore has been possible. Initial 

E studies with this preparation indicate that 
E this vehicle adheres to applied sites for 

um varying from 15 minutes.to 2 hours 

or longer,! the varying durations being de- 

Menden: upon the degree of moni of oral 
= tissues, the “washing action" of saliva, and 
= the amount of vehicle applied. 

- The components of Orabase (gelatin, 
= pectin, and carboxymethylcellulose in a liq- 

—. uid petrolatum-polyethylene base) have been 

— found to be free of deleterious, toxic, or 
3 allergenic properties. No evidences of ir- 
Eo ritation, side-reactions, or toxicity have been 

— Observed either locally or systemically fol- 





A 
3 adhesive vehicle except in one patient (to be 
reported on in a separate communication 


Submitted for publication Feb. 18, 1960. 
E Division of Stomatologv, School of Dental and 
-— Oral Surgery, Columbia University, and the In- 
f - stitute of Cancer Research, Colleg®of Physicians 

and Surgeons, Columbia University, New York. 

The adhesive-protectant used in this study is 
= . available from E. R. Squibb and Sons as “Orabase” 
— and was supplied by The Squibb Institute for 
-— Medical Research, New Brunswick, N.J. 
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D.D.S., M.S., New York 


later) who responded to the application of 
minute quantities with a discrete giant hive 
reaction. 

Owing to its physical properties which 
favor prolonged adherence, the above vehicle 
offers the following potential advantages 
over previously used vehicles: (1) increased 
contact-duration time of the tissues with 
the active component; (2) increased effec- 
tiveness of the active components by main- 
tenance of higher concentrations at the 
desired site; (3) decreased amount of an 
active material which need be applied at any 
one time; (4) decreased amount of medica- 
tion applied, which, in certain instances, 
would be desirable from a systemic-activity 
point of view, and (5) marked protective 
action. 


Approximately 60-250 mg. of the ad- 
hesive-vehicle, with or without therapeutic 
agents incorporated therein, is usually ap- 
plied to the lesion site in the form of a thin 
film after meals and before retiring. Thus, 
about 240-1,000 mg. of vehicle (with or 
without active agents) is applied to an oral 
lesion during the course of a single day. 


Study of the Adhesive Properties 
of Orabase 


Various clinical tests! were undertaken 
on a total of 119 patients (784 applications) 
to ascertain the average duration of ad- 
hesion of Orabase to various oral sites after 
its application (60-250 mg.) to mucosal 
surfaces. These studies revealed the follow- 
ing average periods of adhesion: anterior 
labial gingivae, 24-109 minutes; mucobuccal 
fold, 108-152 minutes; dorsum of the tongue, 
25-58 minutes; hard palate, 23-381 minutes; 
mucosa of the cheek, 25-91 minutes; inner 
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ADHESIVE PROTECTANT—ORAL MUCOSA 


surface of the lower lip, 103 minutes; lower 
lingual anterior region, 34-85 minutes. 
Another study to determine the duration 
of adhesion of Orabase to oral tissues was 
carried out in the mouths of nine subjects 
who were more “oriented” or “trained” in 
the detection of its presence. Generally, 
the average duration of adhesion (based on 
762 applications) was found to be greater 
as suggested by the following data: anterior 
gingivae and mucobuccal fold in the upper 
cuspid area, 214 hours; mucobuccal fold in 
the region of the lower first molar, 2 hours; 
dorsum of the tongue near the lateral border, 
| hour; anterior region (midline) of the 
vault of the hard palate, 1 hour; center of 
the buccal mucosae, 1 hour; floor of the 
mouth in the incisor (midline) region, 1 
hour, and mucobuccal fold and mucosae 
(midline) of the lower lip, 134 hours. 


Continuing studies in 103 additional 
patients—paralleling those described above— 
have served to confirm the findings pre- 
viously reported. 


Study of the Adhesive, Protectant 
Properties of Orabase 


During the course of our investigations ? 
it was noted that Orabase demonstrated a 
protectant action, i.e., certain lesions of an 
erosive or ulcerative nature, when coated 
with this "inactive" preparation, appeared 
to heal more rapidly as the result of being 
protected from the constant irritants in the 
mouth. 


Thus, Orabase was prescribed and applied 
as a “placebo” protectant in 8 patients with 
oral hyperkeratosis, 6 patients with recur- 
rent ulcerative stomatitis, 5 patients with 
geographic tongue, 12 patients with idiopathic 
orolingual paresthesia, 6 patients with oral 
lichen planus, 12 patients with denture 
stomatitis, 3 patients with desquamative 
gingivitis, 1 with chronic discoid lupus 
erythematosus, 2 with idiopathic chronic in- 
flammation, 2 with oral erythema multi- 
forme, and 12 with traumatic ulcers. 


Generally, considerable benefit was derived 
through such use, especially in lesions of 
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patients with traumatic ulcers, recurrent | 
ulcerative stomatitis, erosive lichen planus, - 
desquamative gingivitis or stomatitis, idio- 
pathic chronic inflammation, chronic discoid - 
lupus erythematosus, and erythema multi- . 
forme. These patients reported some relief — A 
of symptomatic discomfort ("diminished — 
pain and/or discomfort," "decreased sore- 
ness," and "increased comfort"). The dura- | 
tion of symptomatic relief experienced . 
paralleled the time during which the pro- . 
tectant remained as a coating over the lesion dd 
As might have been anticipated, patients - 
with oral hyperkeratosis, geographic tongue, | : 
and denture stomatitis did not report any — 
subjective improvement. 





Although improvement was noted in some - 
patients with idiopathic orolingual paresthe- - 
sia, it was concluded that the improvement | 
was largely a placebo effect or a protectant 
action against a “toying,” "testing," or 
rubbing of the tongue against the teeth. 
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Study of the Adhesive, Protectant, 3 ^: 
Vehicle Properties of Orabase | 
This study? dealt with the use of | 
Orabase as a vehicle for the application of a — 
new topically active corticosteroid, triamci- _ 
nolone acetonide, to oral lesions—utilizing — 
its adhesive and protectant properties as - 
well. Included in this investigation were 13  . 
patients with recurrent ulcerative stomatitis, 
4 patients with geographic tongue, 3 patients — 
with idiopathic orolingual paresthesia, 6 pa-  . 
tients with erosive oral lichen planus, 6  - 
patients with denture stomatitis, 8 patients — 
with desquamative gingivitis or stomatitis, 
2 patients with idiopathic chronic inflamma- — 
tory lesions, 4 patients with oral erythema  - 
multiforme, and 8 patients with traumatic 
ulcers or denture irritations. 


law 
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In many of these patients the application 
of the adhesive vehicle per se as a “placebo” 
without triamcinolone acetonide resulted, as 
described above, in some relief of symptoms 
for only that time during which the sub- — 
stance remained in place. However, after  . 
it had dissolved and disappeared the original — | 
symptomatology promptly returned. E 
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In contrast, triamcinolone acetonide in 
- Orabase was found to have pronounced 


- suppressant, ameliorative, or curative effects 
- on the various oral mucosal lesions enu- 


- merated above—with the exception of the 
3 patients with idiopathic orolingual paresthe- 

- sia and geographic tongue. These actions 
: -were much more beneficial than those re- 


— sulting from the use of Orabase alone. Thus, 


— considering the aforementioned difficulties 


- involved in the use of previously available 


- topical oral ointment preparations, 


a de- 


E^ . . . 
- cidedly useful action of Orabase as a vehicle 
- was demonstrated. 


Comment 


- . Results of the above studies indicate that 
E Orabase exerts a number of desirable in- 


— fluences: 


> 


| (1) prolonged adhesion to oral 
Eu tissues, (2) protection of oral 
lesions from external environmental irri- 


E 


5 : 


tants, thus allowing the natural healing 


as art 


E. _ processes to proceed with less interruption, 
3q and (3) improved vehicle action which may 
- be of unusual benefit in applying certain 
.. active medications to oral lesions. 


. All dry compounds or ointments which 
- do not contain water themselves have usually 
= been found to be physicially compatible with 
- this adhesive material. Water, however, acts 
= to set the formulation, and hence contact 


— with water or water-containing ingredients 


E 


= (other ointments, etc.) should be avoided. 


—  . One or more of the various properties of 


^. patients 


NT ATTE 


P 
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Orabase have otherwise also been used to 
considerable advantage: in 60 patients using 
this formulation as a denture adhesive; in 


. 20 patients when used as a vehicle for the 


- topical oral application of dibucaine; in 20 
for the topical application of 
tripelennamine; in 47 patients for the topical 
application of lidocaine; in 28 patients for 


— the application of sodium fluorescein, and 


in 20 patients for the application of gentian 
violet. 

On the basis of a controlled study of 27 
patients, it has been determined that 
moistened mucosae permit more effective 
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adhesion of Orabase than does a dry sur- 
face. 

Some of the other active agents which 
have been incorporated in this adhesive pro- 
tectant vehicle and which have been or are 
being investigated include triamcinolone, 
amphotericin B, nystatin, estradiol valerate, 
and testosterone enanthate. 


Summary 


The use of an innocuous preparation 
(containing gelatin, pectin, and carboxy- 
methylcellulose in a liquid petrolatum-poly- 
ethylene base) for its adhesive, protectant, 
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and vehicle properties in the mouth is de- | 


scribed. 

Data derived from various studies with 
this formulation have been summarized. 
These data indicate a marked usefulness of 
this material as an adhesive, as a protectant, 
and as a vehicle for the application of drugs 
to the oral mucous membranes. 

Grateful acknowledgment is made of the as- 
sistance of Neal W. Chilton, D.D.S.; Frank E. 
Beube, D.D.S.; Irving B. Stern, D.D.S.; Ferdi- 
nand Tuoti, D.M.D.; Robert E. Herlands, D.D.S.; 
Charles L. Berman, D.D.S.; James L. Merca- 
dante, D.D.S.; Richard Castoria, D.D.S.; Philip 
Fenster, D.D.S.; Russel Garofolo, D.D.S.; David 
Hendell, D.D.S., John D. Piro, D.D.S.; and 
Theodore Rosov, D.D.S., in one or more portions 
of the studies described in this report. 


The authors acknowledge the appreciated assist- 
ance of Mrs. Helene W. Kutscher and Mrs. Bar- 
bara Slaughter. 


630 West 168th Street (32). 
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Leishmaniasis with Amphotericin B 


Since amphotericin B was isolated in 1955 
by Gold, Stout, Pagano, and Donovick,* 
numerous papers have reported its bene- 
ficial effect in the treatment of systemic 
: mycoses,** including South American blas- 
tomycosis,5-10 





P American (mucocutaneous) leishmania- 
| sis still constitutes a serious problem in 
certain areas of Brazil and Latin America, 
3 the mucous membrane involvement requir- 
~ing intensive treatment. On the other hand, 
| there is occurrence of frequent cases of 
relapses and resistance to the usual therapy. 
For these reasons the unexpected effective- 
| ness of amphotericin B in the treatment of 
P American leishmaniasis constitutes a new 
hope for the patients suffering from this 
disease. The usefulness of the drug in the 
| disease was verified simultaneously by Fur- 
tado !! and Lacaz et al., in four and three 
patients, respectively. The clinical results 
® were confirmed with in vitro studies by 
Silva, who reported the inhibitory effect 
of amphotericin B against leptomonas in 
`. Cultures of Leishmania braziliensis and 
© Leishmania donovani. Total immobilization 
of leptomonas was verified within 10 min- 
utes by 0.1 mg. per milliliter of drug con- 
- centration, and within 60 minutes by 0.005 
| mg. per milliliter of amphotericin concen- 
tration. Furtado, Cisalpino, and Santos !* 
also verified the in vitro effectiveness of 
amphotericin D against L. braziliensis. 
Submitted for publication March 4, 1960. 
Amphotericin B (Fungizone for Infusion) was 
| furnished by Dr. Henrique Silva, from The 
& Squibb Institute for Medical Research. 
From the Departments of Dermatology and 


Otolaryngology and Institute of Tropical Medicine, 
k School of Medicine, University of Sao Paulo. 





The Treatment of American (Mucocutaneous) 


SEBASTIAO A. P. SAMPAIQ, M.D.; JOSUÉ T. GODOY, M. 
NEUSA L. DILLON, M.D., and CARLOS Da SILVA LACAZ, M.D., Sao Paulo, Brazil 


;; LAMARTINE PAIVA, M.D.; 


The impressive first results from the use : 
of amphotericin B in American leishmania- - 
sis have determined the treatment of more - 
cases. The purpose of this paper is to re- — 
port our experience with the drug in 20 ` 
cases of American leishmaniasis, including — 
the three cases of the preliminary report? — 


Materials and Methods 


The cases of American leishmaniasis reportec 
here had multiple clinical forms, 3 having muco- 
cutaneous lesions, 7 only mucosal lesions, and 10. 
only skin lesions. The clinical manifestations were — 
varied, from papules and ulcers (recent a ~ 1s 
to vegetating, infiltrating ulcerous or verrucous | 
forms in the cases of longer evolution. The young- M 
est patient receiving amphotericin B was 10 years . 
old, and the oldest, 55. In the group, 16 were male - 
and 4 female. The duration of the disease ranged a ES 
from 33 years to 2 years in 15 patients and from 3 
l year to 45 days in 5 cases. In these 5 cases nés ^ 
previous treatment was referred, but the other 15 
cases had undergone moderate or intensive previous — 2 
treatment. The therapy of American leishmaniasis | $ 
is based on antimonial preparations, particularly 
the sodium antimony III biscatechol-2,4-sodium — - 
disulfonate, stibophen (Fuadin) and the N-methyl- - L 
glucamine meta-antimoniate, Glucantime, and Epar- 
seno, an arsphenamine compound. According to 
the number of injections, previous treatments were 3 
classified as intensive (over 150 injections), mod- E 
erate (between 50 and 150 injections) and poor  - 
(under 50 injections). With these treatments ~ 
some patients had had healing of the lesions with | 
relapses, but others showed some improvement 
but no healing. In three cases a course with an 
antimonial preparation (over 40 injections) was 
tried before the therapy with amphotericin B, but 
no results were obtained. 

The diagnosis of American leishmaniasis was — 
based on clinical manifestations, Montenegro’s test, — 
and histopathol&gical examinations. Smears were 
not made because they are useful only in recent ~ 
lesions. Montenegro’s test was positive in all of 
the cases. Before starting the treatment histo- 
pathological examinations were made in all cases, E 
except one. Besides epidermal changes they showed. 
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a granulomatous infiltrate in the corium, consisting, 
in most of the cases, mainly in histiocyte and 
plasma cell infiltration. In two cases there were 
areas of small three small islands 
Of epithelioid cells, and in two cases the infiltrate 
was tuberculoid. 
all the but only in one case were they 


numerous. Only few or rare micro-organisms were 


abscesses, in 


Leishman bodies were found in 


cases, 


seen in the remaining cases after careful examina- 
tion. In 15 patients a second biopsy was done at 
the end of the treatment in order to evaluate histo- 
pathological changes. 

All the patients were hospitalized. Amphotericin 
B was dissolved in 500 ml. of 5% dextrose and 
was administered on alternate days, by slow intra- 
venous drip over a period of about six hours. The 
first dose of amphotericin was 25 mg., followed 
by 50 mg. and in some patients, 75 mg., with an 
average of 1 mg/kg. to 1.25 


mg/k pg. O f bo ly 


weight. Prednisone (10 mg.) or triamcinolone (8 
mg.) and dipyrone (500 mg.) were given before 
the administration of the drug to control its side- 
effects. Lately, prednisolone suspension (10 mg.) 
was mixed with the infusion to control the local 
phlebitis. In addition to the initial routine tests, 


urinalyses and blood urea determinations were 


performed every two weeks. Electrocardiograms 
were taken before starting amphotericin therapy 
and after one month of treatment. After discharge 
a follow-up period was instituted. 


Fig. 1 (Case 14).—Vegetating ulcerative lesions 
on the right side of the head before treatment 
with amphotericin B. 
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Results 


The results of therapy with amphotericin 
B in the 20 cases of this report are listed 
in the Table and illustrated by summary of 
seven case reports. 

All of the cases, except one, were cured 
by the intravenous administration of the 
drug. In a case (Case 17) only moderate 
improvement was noted after 1,800 mg. of 
intravenous amphotericin, which was dis- 
continued, and then 300 mg. was adminis- 
tered by local infiltration, with complete 
healing. 

Case 1.—A 48-year-old man had mucocutaneous 
leishmaniasis of eight years’ duration, with ex- 
tensive vegetating destructive ulcerative lesions on 
the face, ears, nose, nasopharynx, and larynx. He 
had undergone intensive treatment with antimonial 
and arsenical compounds, without results. Ampho- 
tericin B administered in a total 
1,025 mg., and after 42 days all the lesions were 
healed. 

CASE 5.—A 


mucocutaneous lesions of 


was dose of 


extensive 
leishmaniasis 


with 
American 


27-year-old man, 


of 14 years’ duration. Since 1953 intensive treat- 
ment was given and he had also been hospitalized 
Complete cicatrization 
of the lesions was obtained after 1,700 mg. of 


for a three-month period. 


Fig. 2 (Case 14).—After treatment with 1,100 


mg. of amphotericin B for 34 days. 
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Fig. 3 (Case 7).—Verrucous lesion of American 
leishmaniasis before treatment with amphotericin 


B. 





Fig. 5 (Case 16).—Ulcerative lesions on the 
lower lip before treatment with amphotericin B. 








Fig. 4 (Case 7).—A fter treatment with 950 mg. 


of amphotericin B for 32 days. 


Fig. 6 (Case 16).—A ter treatment with 
mg. of amphotericin B for 32 days. 
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Fig. 7 (Case 3).—Ulcerative and vegetating 
lesions of the nasobuccopharyngeal and laryngeal 
mucosae before treatment with amphotericin B. 
amphotericin B in a period 72 days, with an 
interruption of 15 days because of severe epistaxis. 

Case 7.—This patient had had an extensive ver- 
rucous lesion on the left knee for 11 years. He 
had previously been hospitalized for 13 months with 
intensive treatment and slight improvement. Am- 
photericin B was administered for 32 days, in a 
total dosage of 950 mg., with complete healing. A 
course of an antimonial compound (30 injections) 
was previously given without results. 

Case 13.—A 


lesions on the 


male patient with disseminated 
face, of two years’ duration had 
been hospitalized, having received 48 injections of 
an antimony derivative and 24 of an 
preparation. The patient was discharged with slight 
improvement, but after three months he was hos- 
pitalized again for amphotericin B therapy, which 
was administered in a total dosage of 1,425 mg. for 
40 days, with complete healing. 


arsenical 


Case 15.—A female patient with only a ver- 
rucous lesion on the right foot, of two years’ 
duration. She had been treated in an outpatient 
clinic during one year with antimontal preparations, 
without improvement. She received 1,800 mg. of 
amphotericin B for 50 days, with complete healing. 


Case 17.—A female patient had an extensive, 
verrucous lesion on the right knee and leg, of 
20 years’ duration, and an ulcer on the lower lip 
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Fig. 8 (Case 3).—After treatment with 1,295 
mg. of amphotericin B for 40 days. 
of 3 years' duration. She had received many 


courses of antimonial therapy, having been hos- 
pitalized for A, course of 1,800 mg. 
of amphotericin B produced complete healing of 
the lesion on the lip but only moderate improvement 
of the the leg. Intravenous infusion 
was discontinued, and local infiltration of ampho- 
tericin B was started. Complete healing was ob- 
tained with six local 50 mg. amphotericin B 
injections. 

Case 19.—A male patient had an extensive ulcer- 
ous lesion on the left leg for 33 years. About 
three months ago he appeared with disseminated 
papuloulcerous lesions. Montenegro’s test was 
positive, and biopsies of three lesions, including 
the ulcer on leg, granulomatous 
infiltration with very few Leishman bodies. Fol- 
lowing the amphotericin treatment, healing of 
the disseminated lesions was complete. The ulcer 
on the leg was also cured, but in addition to the 
amphotericin treatment supportive therapy with 
Unna’s boot was used. 


one year. 


lesion on 


the showed a 


Histopathological Results 


In 15 patients the therapeutic results were 
controlled by biopsv at the end of the treat- 
ment. There was a marked disappearance 
of the cellular infiltration and fibrosis. In 
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Fig. 9 (Case 20).—Ulcerative vegetating and 
destructive lesions of the face and nasal mucosa 
before treatment with amphotericin B. 


one case the initial infiltrate, consisting of 


histiocytes, plasma cells, and epithelioid 


cells, became tuberculoid following the 
course of amphotericin B. Leishman bodies 
were not found except in one case that had 
numerous organisms before treatment and 
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Fig. 10 (Case 20).—A fter treatment with 1,850 
mg. of amphotericin B for 42 days. 


in which three organisms were still identi- 
hed at the end of the amphotericin course. 


Side-Effects and Complications 
Chills and. fever were controlled by pre- 
vious administration of corticosteroids and 
dipyrone. Phlebitis was minimal. The level 
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Fig. 11. — Granuloma- 
tous infiltrate before 
treatment with amphoter- 
icin B (reduced slightly 
from mag. X 100). 
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Fig. 12.—Slight inflam- 
matory infiltrate and fi- 
brosis after treatment 
with amphotericin B 
(reduced slightly from 
mag. >< 100). 


of blood urea increased, but returned to 
normal at the end of treatment. The only 
unusual complication is reported in the fol- 
lowing case report. 


Case 9.—A female patient was hospitalized with 
a verrucous lesion on the face. The patient was 
in the 20th week of pregnancy when the ampho- 
tericin treatment was started, and a total dosage 
of 1,600 mg. was administered for 40 days, with 
total healing. During the treatment she had a 
marked weakness of the lower limbs and could not 
stand up. Neurological examination showed only 
a motor deficit, which was attributed to hypocalcia 
and disappeared with calcium administration. She 
was discharged in obstetrical normal condition, but 
15 days later had a premature fetus, which died 
after a few hours. 





Follow-Up 


All of the patients had concluded the 
treatment one year to a few weeks ago. 
Two patients who had finished the treat- 
ment over six months ago did not return 
to control. Five patients who had concluded 
the treatment 10 to 4 months ago have been 
reexamined and have not shown any sign 
of relapse. One patient (Case 4) had a 
relapse after seven months of amphotericin 
B therapy. He was treated again with 1,175 
mg., with complete healing. The remaining 
patients did not have a sufficiently long 
follow-up period. 
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Comment 


In spite of the fact that most of the cases 
of American leishmaniasis can be cured 
with the usual antimonial and arsenical 
compounds, there are frequent occurrences 
of relapses and resistance to the therapy. 
For such cases amphotericin B can be con- 
sidered an effective treatment. On the other 
hand, recent untreated cases were also cured 
with amphotericin B. A follow-up period 
will be necessary to evaluate the occurrence 
of relapses according to the doses used. 


The verrucous isolated lesion of Ameri- 
can leishmaniasis may not need to be 
treated intravenously but only with local 
infiltration, or this method could be 
considered an auxiliary technique to the in- 
travenous treatment. Unfortunately, am- 
photericin B is not effective when given 
orally, as we have observed in two cases. 

Side-reactions to amphotericin B, partic- 
ularly phlebitis, could be minimized by the 
addition of a suspension of hydrocortisone 
(10-15 mg.) or prednisolone (10-20 mg.) 
to the amphotericin infusion. With this 
technique amphotericin B can be given 
without side-reactions. The consequences 
of the administration of amphotericin B in 
pregnancy must be investigated. A fetal 
death was registered, but no conclusion was 
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possible. Lately, a pregnant woman with 
sporotrichosis was treated at the Depart- 
ment of Dermatology, without any compli- 
cation. 


Summary and Conclusions 


The effects of amphotericin B in 20 pa- 
tients with American (mucocutaneous ) 
leishmaniasis are described. Fifteen patients 
had had the disease for 2 up to 33 years, 
with previous treatment with arsenical and 
antimonial compounds, and apparently 
were resistant to the therapy. The remain- 
ing five patients had had the disease for 45 
days up to 1 year, without previous treat- 
ment. 

All of the patients, with one exception, 
had complete healing of the lesions with the 
intravenous infusion of amphotericin B. 
The total dosage necessary for the healing 
was between 725 mg. and 1,850 mg., and 
the period of administration between 32 and 
77 days. The patient who did not have a 
complete cure presented a verrucous lesion 
of 20 years’ duration. The intravenous ad- 
ministration of 1,800 mg. of amphotericin 
B produced slight improvement. The in- 
travenous infusion was discontinued, and 
amphotericin B was given by local infiltra- 
tion, with complete healing. 

Amphotericin B is an effective agent in 
the treatment of the mucocutaneous form of 
leishmaniasis, particularly in the cases of 
longer evolution with previous treatments. 
In recent cases it is useful, but a greater 
number of cases are necessary for further 
evaluation and comparison with the more 
practical administration of arsenical and 
antimonial drugs. Since one relapse has 
occurred and different doses have been 
used, a longer follow-up period will be 
necessary for further evaluation. 


Hospital das Clinicas da Faculdade de Medicina 
de Sao Paulo. 


Sampaio et al. 
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Clinical Notes, New Instruments and Techniques 


Stevens-Johnson Syndrome Caused by 


Chlorpropamide 


Report of a Case 


HOWARD S. YAFFEE, M.D., Cambridge, Mass. 


During the summer of 1959 several cases of the 
Stevens-Johnson syndrome were encountered in 
Boston. Some of these occurred in families of 
children afflicted with vesicopustular stomatitis. 
That this group may have been caused by a Cox- 
sackie virus will be the subject of a later report.’ 

The following case which was seen during 
this period historically and clinically suggested a 
drug etiology. Complete bacteriologic and viro- 
logic studies were unrevealing. Since the experi- 
ence of Dr. Stewart and Dr. Hurwitz with 
chlorpropamide, a new oral hypoglycemic agent,’ 
was available to us, the proper etiology was 
elicited and the patient cured by the withdrawal 
of the offending agent. 


Report of Case 


A 46-year-old white female bakery clerk was 
admitted to the medical service of the Mount 
Auburn Hospital by Dr. Sumner Fredd because 
of diabetic acidosis and a severe skin eruption of 
four days’ duration. 

Five weeks prior to admission the patient de- 
veloped the classic signs of diabetes. Following 
laboratory confirmation she was started on chlor- 
propamide (Diabinese, Pfizer), initially 500 mg. 
daily and reduced to 250 mg. daily. There was 
reduction in polyuria and polydipsia but the hyper- 
glycemia and glycosuria continued. 

Three days prior to admission she developed 
fatigue, fever of 101 F, soreness of the lips and 
mouth. An erythematous, pruritic rash developed 
on the arms, spreading to involve the neck and 
trunk, over the next two days. One day after 
onset the condition involved the external genitalia. 
As the eruption generalized, the itching subsided. 

On examination she appeared toxic, somnolent, 


hyperpneic with sweet-smelling breath. Tempera- 
——————————— 9 
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ture was 100.6F; pulse 132, B.P. 100/70. The 
skin was covered with a dusky, erythematous, 
purpuric, macular and papular eruption. Lesions 
were discrete over the arms and trunk but con- 
fluency was noted on the legs. Target lesions were 
present. No vesicles or bullae were seen on the 
glabrous skin. 

The vermilion borders of the lips were studded 
with intact and denuded vesiculopustular lesions 
upon an erythematous base. Similar lesions were 
present on the oral and palatal mucosa. The pelvic 
mucosa was diffusely erythematous. 

The remainder of the physical examination was 
normal except for a palpable liver edge and a 
localized Grade II systolic murmur. 

Laboratory data revealed a leukocytosis of 
13,000; polymorphonuclear cells 7996, lymphocytes 
14%, monocytes 6%, eosinophils 1%. The fast- 
ing blood sugar was 286 mg. 96 with a COs of 6. 
NON was 21 mg. 96. (The remainder of meta- 
bolic data will be omitted.) 

The patient was given regular and NPH insulin 
with appropriate fluid therapy. She recovered rap- 
idly from the acidotic state. Her rash faded 
over the following four weeks. 

All bacteriologic studies were negative. Throat 
washings, stool cultures, and examination of paired 
serums revealed no evidence of viral infection. 


Comment 


With the increasing use of oral hypoglycemic 
agents, many of which are related sulfonamides, 
allergic reactions may be expected. If severe they 
may pose a complicated therapeutic problem, since 
the use of steroids in severe diabetes is not without 
hazard. In this case we elected to allow spontane- 
ous recovery and were gratified by prompt recovery 
upon withdrawing the drug. 

Reactions to chlorpropamide* (p-chlorobenzene- 
sulfonyl-3-propyl urea) include gastrointestinal 
disturbance, lethargy, headache, dizziness, jaundice, 
and skin eruptions. Erythema multiforme followed 
by severe exfoliation has been described by Stewart 
and his associates.” 


REACTION TO GRISEOFULVIN 


They also observed cases of mild erythematous 
eruptions which cleared although the drug was 
continued. Dr. Stewart examined our case and 
agreed that the eruption was consistent with the 
type of cutaneous efflorescence which he has 
observed. 


Summary 


e 

A case of Stevens-Johnson syndrome accompany- 
ing diabetic acidosis is reported in association 
with chlorpropamide, a new oral hypoglycemic 
agent. 


I wish to express my appreciation to Dr. Sum- 
ner Fredd and Dr. Robert Stewart for their 
assistance in this case. 


60 Brattle St. 
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Untoward Reaction to Griseofulvin 


NORMAN E. LEVAN, M.D., Bakersfield, Calif. 


In the rapidly accumulating literature concerning 
griseofulvin there are scattered references to un- 
toward reactions, most often headache or upsets 
of the digestive apparatus. Corroborative evidence 
that these are due to the drug in generally lacking. 
It would, therefore, appear worthwhile to record 
a case in which repeated “double blindfold” testing 
confirmed the suspicion that such complaints were 
indeed caused by the administration of griseofulvin. 


Report of a Case 


In July, 1959, a 43-year-old white housewife 
sought treatment for an eruption on the neck of 
six months’ duration. Her general health was 
excellent. Pertinent dermatologic findings con- 
sisted of scaly marginated plaques on the right 
side of the neck and left thumb, and dystrophic 
toenails. Scrapings from each area showed 
mycelial elements on direct microscopic examina- 
tion and Trichophyton rubrum on culture. 

Griseofulvin therapy, 1,000 mg. daily, was in- 
stituted Aug. 31, discontinued on Nov. 19 when 
the patient’s supply of tablets was exhausted and 
resumed on a twice weekly schedule beginning 


Dec. 4. 

On Dec. 18 the patient mentioned for the first 
time symptoms which she believed might be caused 
by the griseofulvin. These consisted of severe 


Submitted for publication Jan. 12, 1960. 

Associate Clinical Professor of Medicine (Der- 
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headaches described as a feeling of pressure across 
the temples and forehead, difficulty in concentrating 
(“unable to think clearly”), irritability, mild 
anorexia, tightness in the chest, and a “tired, 
dragged-out” feeling. All had begun in mid- 
September, about two weeks after the institution 
of griseofulvin therapy and persisted until she ran 
out of the drug Nov. 19, when they disappeared 
completely in a day or two. When treatment was 
resumed on the twice-weekly schedule the symptoms 
promptly reappeared, but in cyclic fashion, be- 
ginning several hours after the first dose, reaching 
a peak the following morning, and then gradually 
subsiding only to recur when the medication was 
again taken. 

“Double blindfold” tests were instituted Dec. 19. 
On the six occasions that she was tested, the 
patient was able to distinguish promptly and ac- 
curately the placebo capsules from those con- 
taining griseofulvin by the appearance of headache 
and associated symptoms within several hours 
after taking the latter. Urinalyses, blood cell 
counts, and electroencephalograms disclosed no ab- 
normal findings and were essentially identical when 
taken during symptom-free periods or during the 
height of a reaction. 


Summary 


Following the administration of griseofulvin 
symptoms of headache, confusion, irritability, 
anorexia, tightness in the chest, and fatigue were 
noted. The cagsal relationship to the drug was 
established by repeated “double blindfold” testing. 


1828 28th St. 
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Sinus Tract of Dental Origin Simulating Epithelioma 


MILTON REISCH, M.D., New York 


This entity has been reported in dental, der- 
matological, and surgical literature on many oc- 
casions, but in this instance the sinus appeared 30 
vears after total tooth extraction. Customarily, 
dental sinus tracts develop following chronic in- 
There is exudation and 
which 


flammation about a tooth. 
burrowing that eventually forms a tract 
may rupture through the gum, palatal mucosa, or 
cheek in the case of upper teeth; or the chin in 
the case of lower As a rule, because of 


gravity, the chin is the cutaneous terminus of the 


teeth. 


fistula. 


Anderson? and Hertzler reported cases of 
similar lesions simulating granuloma pyogenicum. 
Duckworth? described three cases under the title 
“Median Mental Montgomery reported 
that simulated carcinoma. Shelton,* Lyell, 


and Jillson and Preston reported in their cases 


Sinus." 


Cases 


that the chin was the location of the granuloma- 
tous orifice of the sinus. Whittle” reported a case 
with a mandibular opening. Gurdin and Pangman ° 
stated that the condition may arise from a buried 
root or from a localized osteomyelitis of the 
mandible. 

dermatologically to 


Obviously it is important 


recognize the pathogenetic nature of these lesions. 


Submitted for publication Jan. 25, 1960. 


Fig. 1.—Original lesion. 
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Unless the buried root, or 
osteomyelitis is treated, local treatment will not 
be successful; once the offending agent is removed, 
local treatment is usually unnecessary. Wende and 
Solomon? reviewed the literature and presented 
ll] cases where the removal of the infected tooth 
and curettage were curative. 


abscessed* tooth, 


Report of Case 


The patient, a 69-year-old woman, edentulous 
for 30 years, in November, 1958, developed an 
erythematous nodular lesion on the left side of the 
chin. This grew slowly to 2 cm. in diameter and 
then the center became necrotic and exudated pus. 
This continued until Jan. 24, 1959, when the pa- 
tient diagnosis to rule out 
epithelioma or pyogenic granuloma. On examina- 
tion, there was a granulomatous lesion measuring 
] cm. in diameter on the left side of the chin 
(Fig. 1). A biopsy was performed and the patient 


was referred for 


referred for dental roentgenograms. 

Biopsy Report. — Throughout the cutis there were 
Some 
with 


numerous dilated blood vessels and edema. 
filled 


Throughout the cutis there was a 


of the vessels were congested and 


blood elements. 


Fig. 2.—Skull 


roentgenogram. 





»"^ 


SINUS TRACT OF DENTAL ORIGIN 





Fig. 3.—Dental roentgenogram and extracted 
bicuspid root. 


diffuse cellular reaction. This was composed of 
small round, wandering, connective tissue cells, 
plasma cells, numerous polymorphonuclear leuko- 
cytes, and a moderate number of multinucleated 
giant cells. There were also some epithelioid cells 
and some epithelial tissue within the section. 1t 
was difficult to say if the latter was the epidermis 
or the lining of an infected sinus. The interpreta- 
tion was that this was infected granulation tissue 
and that there was no evidence of malignancy. 
Dental and skull roentgenograms showed an 
edentulous mouth except for the first lower left 
bicuspid root (Figs. 2 and 3). 

Course.—Dental surgery was delayed until 
March, 1959, because of auricular fibrillation. as- 
sociated with arteriosclerotic cardiovascular disease. 
Under local anesthesia the gum was incised and 
the root removed. There was granulation tissue 
on either side of the root. Within one week the 
exudate subsided and at present the site of the 
fistula is indistinguishable (Fig. 4). 





Summary 


A fistula of dental origin is reported, appearing 
30 years after complete dental extraction. Initially 
it clinically resembled an epithelioma and sub- 
sequently took on the appearance of a pyogenic 
granuloma. It was caused by a residual bicuspid 
root, removal of which resulted in an uneventful 
recovery. 


104 East 40th St. (16). 


REFERENCES 


1. Anderson, N. P.: Persistent Sinus Tracts of 
Dental Origin, Arch. Dermat. & Syph. 35:1062, 
1937. 


Reisch 





Fig. 4—After surgery. 


2. Duckworth, G.: Median Mental Sinus, Brit. 
J. Dermat. 52:57, 1940. 

3. Montgomery, D. W.: Fistulas from Dead 
Teeth Simulating Dermal Epithelioma, Arch. 
Dermat. & Syph. 41:378, 1940. 

4. Shelton, J. M.: Fistula from Retained Dental 
Root, Arch. Dermat. & Syph. 42:938, 1940. 

5. Lyell, A.: Median Mental Sinus, Brit. J. 
Dermat. 61:23, 1949. 

6. Jillson, O. F., and Preston R. H.: Sinus 
Tract of Dental Origin, A.M.A. Arch. Dermat. & 
Syph. 64:637, 1951. 

7. Whittle, C. H.: Median Mental Sinus, Brit. 
J. Dermat. 63:464, 1951. 

8. Gurdin, M., and Pangman, W. J.: 
Sinuses of Dental Origin with Report of 3 Cases, 
Plast. & Reconstruct. Surg. 11:444-453, 1953. 

9. Wende, R. C., and Solomon, H. A.: Cutaneous 
Fistulas of Dental Origin, Arch. Dermat. & Syph. 
46:665, 1942. 


Dermal 


207/639 


Treatment of Verruca Plana Juvenilis with Gamma- 


Globulin 


YOSHINOSUKE SAKURANE, M.D., and TETSURO SUGAI, M.D., Osaka, Japan 


Since 1949 y-globulin has been used as thera- 
peutic agent in divergent diseases of the skin” 
but not in the treatment of verruca plana, verruca 
vulgaris, and molluscum contagiosum. The authors 
have found y-globulin efficacious when given intra- 
dermally in these conditions. In the present report 
results obtained in treatment of verruca plana 
are reported. 

"Globulin-BPC]" prepared by the Blood Plasma 
Corporation of Japan was used in this study. The 
preparation is said to contain more than 100 mg/ml. 
of y-globulin, 2.25% of glycine, and 0.01% of 
sodium ethylmercurithiosalicylate. Analysis of sev- 
eral samples in our laboratory revealed an average 
y-globulin content of 95.4 mg/ml. 

The material was injected by three different 
methods. Intramuscular injections were given 2 
to 12 times weekly in single doses of 0.5 to 1.5 
gm., the total dose ranging gm.. to 
22.75 gm. of y-globulin. Intralesionally, 1 cc. of 
the preparation was given two, three, and six 
times weekly, and the total dose of y-globulin 
was from 0.4 to 1.5 gm. Finally, intradermal in- 
jections were given also into the normal skin of 
the flexor aspects of forearms twice we¢kly, the 
single dose being 1 ml. of the preparatioMand the 
total dose being from 0.2 to 1.2 gm. of y-globulin. 

In response to intramuscular injections only 
2 out of 13 patients cleared after treatment. 


from 2.1 
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Nine out of twelve patients treated intralesion- 
ally cleared. This cure in 75% of the cases was 
independent of whether two or three or six in- 
jections were given weekly. The intralesional 
injections were painful, and patients were aíraid 
of the injections, particularly when injected in 
the face. Treatment failures occurred in those 
patients whose juvenile warts were of long dura- 
tion and who were treated previously with different 
methods. 

In response to intradermal injections twice 
weekly into the forearm, 10 patients who were 
not treated previously by any other method cleared 
up. Out of 10 other patients who were treated 
previously, 9 cleared. Thus the total cure rate in 
this group was 9596. However, if these injections 
were given only once weekly, out of five patients 
only one cleared up. 

With half the dose (0.5 ml.) injected intra- 
dermally twice weekly into the forearm, four pa- 
tients were cured and one showed no response. 

In all patients who responded to treatment with 
y-globulin there was initial hyperemia and swell- 
ing of the lesions in the first two weeks. De- 
squamation introduced the healing process which 
usually was complete after six weeks. In some 
cases desquamation followed the inflammatory re- 
action as early as in a few days and the lesion 
healed within two to three weeks. After healing 
of the lesions some infants displayed leukodermic 
spots and some adolescents had pigmented macules. 
But all these pigmentary changes disappeared 
later. 


Results of Treatment of Flat Juvenile Warts with Intradermal Injections of y-Globulin 








Intralesional Forearm 
Site of Injection Total 
Previously treated 
with other methods No Yes No Yes 
£ | Cure 5 4 10 9 28 
= 
ci | No response 0 e g" 0 1 1 
'Total 5 7 10 10 32 





Cure Rate: in cases without previous therapy, 15: 15—100.0 %; in cases with previous therapy, 13:17— 76.5 %. 
* One out of these three patients cleared on re-treatment with intradermal injections into the forearm. 
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TREATMENT OF VERRUCA PLANA JUVENILIS 


It was observed that lesions of long duration 
responded less favorably than lesions of more 
recent origin. Responses in older patients were 
less prompt than in younger people. Previous 
treatment with other methods also seemed to 
lessen the effectiveness of therapy with y-globulin 
as shown in the Table. 

The therapeutic effects observed probably are 
not based on the antiviral «effect of y-globulin in 
the blood as is the case with general viral infec- 
tion."* One rather may assume that there is some 
combination of the y-globulin with skin tissue. 

The optimal dosage was found to be 0.1 gm. 
‘y-globulin given intradermally twice weekly. 

The inflammatory reaction preceding the healing 
process was observed also in the treatment of 
verrucae vulgares and of mollusca contagiosa. It 
might be interpreted as an immunological or al- 
lergic reaction. The reactions were reminiscent 
of the delayed tuberculin-type reactions described 
by Pinkus* after application of living or dead 
molluscum contagiosum material to the intact or 
scarified skin. In herpes simplex such reactions 
were reported by Goldschmidt and Kligman."? 

The well-known suggestive effects on warts 
have been recently discussed by Berlin" Of 
course, we are unable to rule out definitely such 
effects in the therapeutic results reported here. 
Still we believe that our results are based on an 
immunological mechanism because they have been 
strictly dependent on the dosage. Possibly the 
effect of suggestion takes place also via humoral 
immunomechanisms. 


Summary 


Intradermal injections of 0.1 gm. y-globulin, 
twice weekly, has proved to be an effective treat- 
ment method for flat juvenile warts. Twenty- 
eight of thirty-two subjects were cured after an 
average time of six weeks. Maximum total dosage 
was 1.2 gm. 

This work was supported by a grant of the 
Blood Plasma Corporation of Japan. The authors 


Primitive Technique for an 


BRUCE V. DROWNS, M.D., Kansas City, Mo. 


Dr. Charles C.-Dennie.taught me a technique for 
removing steatomas or wens from the scalp, which 
he has used for over 40 years. He lays no claim 
to originating it and states he thinks the late 
Arthur Hertzler first told him about it. Since it 
has been so useful to me and has not been 
described elsewhere, insofar as I know, I feel it 
worthy of reporting. 


Submitted for publication Feb. 25, 1960. 
Sakurane—Sugat 


are deeply indebted to Dr. R. Naito, Director of 
the Corporation, for his cooperation. 


Department of Dermatology, Osaka City Uni- 
versity. 
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Old Problem 


The scalp is cleansed with alcohol, but the hair 
is not shaved. Procaine hydrochloride ( Novocain) 
is infiltrated into the scalp immediately over the 
prominence of he underlying wen. An incision 
approximately two-thirds width of the lesion is 
made down to the tough capsule. With pressure 
from both sides and the use of a blunt dissector 
the cyst is delivered through the skin opening with 
minimal bleeding. The skin edges are pulled to- 
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gether by grasping a strand of hair from either 
side and placing one knot. A folded two by two 
gauze is placed on the knot and tied into place. 
A short piece of narrow adhesive tape is applied 
to each tie of the knot to make it secure. Two 
or more such ties may be necessary, depending on 
length of the incision. The folded gauze square 
acts as a pressure bandage to obliterate the dead 
space, as well as to absorb any residual bleeding. 


The tape is removed with benzene in five days 
and the knots untied. This can be done by the 
patient at home if it is inconvenient to return to 
the office. 


ARCHIVES OF DERMATOLOGY 


The technique has the following advantages : 
l. The hair is not cut or shaved. 
No sutures are used, thus eliminating pos- 
sible foreign-body reaction or infections. 
3. Can be a one-visit procedure since there are 
no sutures to remove. 
4. Practically bloodless. 
5. Less anesthetic required because only the in- 
cision line need beeconsidered as causing pain. 
The only limiting factors to its use I have en- 
countered are usually large cysts or a patient with 
a crew cut. 


4706 Broadway, 


b 


Kansas City, Mo. 


New Occupational Dermatosis_ 


KEMBLE GREENWOOD, M.B., M.R.C.P., Victoria, B.C., Canada 


Observation of a recent case leads me to report 
a new “occupation” dermatosis. A 27-year-old 
Chinese man reported with a low-grade folliculitis 
of six weeks’ duration of body and arms, most 
marked around the axillary and pubic areas. His 
recreational occupation is skin diving, and his 
practice for this is to change into his suit at home 
and drive to the sea. Before putting on the suit 
the skin is powdered with cornstarch. Prior to 
entering the sea perspiration inside the suit is 
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excessive. Treatment consisted in advising the use 
of an inert dusting powder instead of the corn- 
starch. Resolution was complete in two. weeks 
despite continued skin diving three to four times 
“ach week. 

It is also of interest that this man reports 
frequent development of furuncles among his skin 
diving friends. Presumably the starch and moisture 
provide a good culture medium .for the growth 
of bacteria. " 


625 Fort St. 


Allergic Eczematous Contact Dermatitis 


Report of a Case Caused by Sensitization to Undecylenic Acid and 


Its Zinc Salt 


MELVIN GELFARB, M.D., and MORRIS LEIDER, M.D., New York 


The fatty acids (propionic, caprylic, and un- 
decylenic) and their salts have been available and 
widely used for the past 15 years in the form 
of proprietaries for the treatment of superficial 
fungous infections. Also, undecylenic acid was at 
one time administered by mouth in huge doses 
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and for long periods as a hopeful, but vain, treat- 
ment for psoriasis. 


To date we know of no published reports of 
proven sensitization to any of these agents. (In 
conversations with colleagues we were told of 
instances in which they thought they had en- 
countered sensitization effects from commercial 
preparations of the antifungal. fatty acids and their 
salts, but they had never taken the trouble to prove 
or disprove the possibility of sensitization to the 
agents or to the vehicles that carry them.) Fol- 


lowing is a report of a case of allergic eczematous 


Vol. 82, Oct., 1960 


CONTACT DERMATITIS—UNDECYLENIC ACID 


contact dermatitis caused by sensitization to un- 
decylenic acid and its zinc salt. 


Report of Case 


A 28-year-old white woman, a nurse, developed 
an erythematous, scaly eruption between the toes. 
The patient made her own diagnosis of fungous 
infection, and treated herself with Desenex oint- 
ment and powder. She had used these preparations 
without ill effect many times before, but on this 
occasion suffered a worsening of the condition 
within 12 hours after the application of them. She 
was then seen in formal dermatologic consultation. 
The same diagnosis was made, the same prescrip- 
tion given, and the same treatment with Desenex 
ointment was advised. The patient, having already 
demonstrated to herself a diagnostic and therapeutic 
wisdom equal to that of the dermatologic con- 
sultant, varied the treatment by applying Desenex 
liquid instead of the ointment. Within an hour 
after application of the Desenex liquid, she noted 
a pruritic and erythematous eruption starting on 
the toes and extending up the legs to the thighs. 
Upon reexamination the next day, secondary in- 
fection upon fungous infection seemed the likely 
event and an ointment of 196 hydrocortisone with 
neomycin was prescribed in addition to the 
Desenex ointment. Scrapings for wet-mount ex- 
amination and a specimen for culture of fungi 
were taken at this time. These proved negative. 

The condition continued to worsen so that the 
patient was unable to continue her work. The 
possibility of allergic sensitization to the in- 
gredients of the Desenex preparations was then 
considered and patch tests with the ointment, 
powder, and liquid forms were done. 
of Grade 3+ were obtained to the commercial 
Desenex ointment and liquid, and 2+ to the 
powder. 

Treatment of the skin condition with 1% 
hydrocortisone ointment and neomycin topically and 
griseofulvin (250 mg. bid.) by mouth was fol- 
lowed by rapid improvement. 

New patch tests were then done with the active 
ingredients of the Desenex preparations which 
were obtained from the manufacturer. 

The results were as follows: 

Undecylenic acid as is 4+ 

5% undecylenic acid in Aquaphor * 3+ to 4+ 

Zinc undecylenate as is 3+ to 4+ 

20% zinc undecylenate in talcum 3+ 


* A proprietary petrolatum ointment containing 
modified cholesterol. 


Gelfarb—Leider 





Reactions 


The erythematous and papulovesicular patch test 
response to undecylenic acid as is. 


Patch tests with talcum, Aquaphor, zinc oxide 
paste, and 1o0dochlorhydroxyquin (Vioform) cream 
(to test for the Carbowax t vehicle) were placed 
at the same time and proved to be negative. 


Summary 


A case of sensitization to undecylenic acid and 
its zine salt and allergic eczematous contact 
dermatitis from use of preparations containing 
these agents is reported. 


These phenomena must be exceedingly rare, but 
considering that sensitization is a product of 
sensitizing potential and number of exposures, it 
must be borne in mind that as time goes on, events 
of this sort will turn up occasionally or more 
frequently. 


Department of Dermatology and Syphilology, 
New York University Post-Graduate Medical 
School, 550 First Ave. (16) (Dr. Leider). 


* Proprietary name for a series of polyethylene 


glycols. 
9 
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Obituaries 


EMIL MEIROWSKY, M.D. 
1876-1960 


On Jan. 22, 1960, Dr. Emil Meirowsky, one of the last of a long line of 
distinguished dermatologists of the old German school, died in Nashville, Tenn., 
at the age of 83. A brilliant disciple of two towering figures in the field of 
dermatology, Albert Neisser and Paul Gerson Unna, he made many significant 
contributions to dermatologic research. Modest and unassuming, he worked 
quietly in his own laboratory where he arrived at many conclusions, sometimes 
strongly challenged by others in the field; nevertheless, he pursued his aims and 
theories which were eventually accepted. He is all the more to be commended for 
having carried out his work without benefit of institutional patronage. 

Dr. Meirowsky did pioneer work on the origin of melanin. In 1906, he proved 
that the epidermis is able to produce melanin. The basic experiment showing 
darkening of the skin of cadavers on exposure to ultraviolet irradiation is known 
as Meirowsky phenomenon. In 1914, he demonstrated the development cycle 
of Treponema pallidum, which was later corroborated by Noguchi and others. 
Dr. Meirowsky did fundamental research on the origin of pigmented nevi and 
other congenital malformations of the skin. The conception of the importance 
of heredity for malformations of the skin was a significant contribution of his; 
in this connection he introduced the term "genodermatosis." 

In addition to the amount of time he spent in research, he also took care of 
a large and fruitful dermatologic practice in Cologne, Germany, where he enjoyed 
a well-deserved prestige. Many of his findings were published in monographs. He 
wrote compendia on skin and venereal diseases, and he was the author of about 150 
original articles, covering the entire field of dermatovenereology. 

In 1939, Dr. Meirowsky was forced to leave Germany. He lived for about 
seven years in England and then came to the United States. During this last period 
of his life, although handicapped in his last years by an incurable disease, he did 
not remain idle. Almost up to his death he occupied himself with work on the 
possible virus etiology of various skin conditions. 

The University of Cologne bestowed upon him in 1921 the title of Professor 
extraordinarius. He was both honorary and corresponding member of various 
European dermatologic societies. In this country he was an honorary member of 
the Society for Investigative Dermatology and the Rudolf Virchow Medical 
Society in the city of New York. 

Dr. Meirowsky always enjoyed a happy domestic life which was shadowed 
only by the death of his daughter, a physician, a victim of Nazi persecution, and 
more recently by the passing of his wife. He is survived by two sons; one a 
prominent neurosurgeon in Nashville, Tenn. His many friends, now scattered 
all over the globe, will mjss him. I, personally, lost an unforgettable teacher and 


a good friend. 
ALFRED HOLLANDER, M.D. 
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The New, Newer and Newest 


According to the Bulletin for Medical Research, Vol. 14, No. 2-3: 


A bill to regulate use of experimental animals by institutions receiving federal funds was 
introduced on May 1& by Senator Cooper of Kentucky and is co-sponsored by Senators Bart- 
lett and Gruening of Alaska, Byrd and Randolph of West Virginia, Kefauver of Tennessee, 
Mansfield of Montana, McNamara of Michigan, Morse of Oregon, Proxmire of Wisconsin, 
Clark of Pennsylvania, Church of Idaho, and Williams of New Jersey. 


The bill would license every individual scientist who might work with animals under any 
federal grant or contract, and laboratories in which animal research was to be conducted would 
be inspected and issued “Certificates of Compliance." 

Research plans would have to be submitted to the Secretary of Health, Education, and 
Welfare for approval and presumably no variations would be permitted. Detailed annual reports 
would have to be made by each licensee covering all experiments performed during the year. 


The Cooper bill is based on the German law adopted when Hitler's Nazis first came to 
power in 1933. 


Eugene Farber, Stanford University, visited Venezuela in July at the request of that 
country's Minister of Public Health as consultant with regard to setting up a new research 
laboratory in the Vargas Hospital in Caracas. While there, he gave three lectures, visited an 
isolated area where pinta is endemic, discussed matters of curriculum and administration with 
a group planning a new medical school, became an Honorary Member of the Venezuelan 
Dermatological Society, and, according to our foreign correspondent, he “was the best good- 
will ambassador we have had for many vears." 


At its annual meeting held in Banff, Alberta, in July, the Canadian Dermatological Asso- 
ciation presented its first Award of Merit to Dr. Lem P. Ereaux of Montreal for his significant 
contributions to postgraduate education in Canada. 


The 1960 Booklet of Information issued by the American Board of Dermatology contains 
two items of information that constitute major changes. One concerns physicians graduating 
from medical schools outside Canada and the United States. The other concerns certification and 
lists requirements designed to aid the foreign physician who trains in this country and then 
returns home to practice. Requests for such information should be sent, not to the ARCHIVES, 
please, but to the American Board of Dermatology, Inc., One Haven Avenue, New York 32, 


N.Y. 


Ira Leo Schamberg testified before a U.S. Senate Committee in June in favor of extending 
Social Security to Physicians. Opposing sentiments were put forth by Dr. Leonard Larson, 
President-Elect of the A.M.A. 


Final Election Returns Show: 

— Maurice Costello, President, and Leslie Barker, Secretary, of the New York Derma- 
tological Society. 

— H. Jerry Lavender, President; Ashton Welsh, Vice President; and Edwin Higgins, 
Secretary, of the Noah Worcester Dermatological Society. 

— Israel Zeligman, President; R. C. V. Robinson, Vice President, and Morris Cohen, 
Secretary, of the Baltimore Dermatologic Society. 

— Samuel Fisher, President; Hugh McCullouch, Secretary, and John Hunt, Recorder of 
the New Jersey Dermatological Society. e 

— Walter Shelley, President; Meyer Neidelman, Secretary, and Leslie Nicholas, Editor, 
for the Philadelphia Dermatological Society. 

— Clarence Livingood, President; John Grekin, Secretary, and Harold Plotnick, Recorder, 


for the Detroit Dermatological Society. 
H.R. 
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Editorials 


What Is Systemic Lupus? 


Some Comments on Its Pathogenesis and Course 


Systemic lupus erythematosus (S.L.E.) has been a mysterious disease since 
it was first recognized as an entity years ago.’ At first thought to be a "toxic" 
disturbance, later an infection closely related to tuberculosis, it was eventually 
placed in the category of the "collagen disorders." This was considered a group 
of disturbances characterized by a seeming lack of etiologic factors, a diversity 
of manifestations, and histologically, by a presumed generalized disturbance of 
collagen. To explain the latter finding, a rather vaguely defined hypersensitivity 
mechanism was invoked in some quarters.* However, this was primarily the era of 
the histopathologist, and only in retrospect can one see now that the highly sig- 
nificant discovery of the L.E. phenomenon ? represented a break from the mor- 
phologic approach to the predominantly immunologic. 


The possibility that the L.E. factor in the serum could be immunologic in 
nature was rather slow in developing, but in the meantime it was becoming 
increasingly clear that systemic lupus was often associated with such disturbances 
as autoimmune hemolytic anemia (AIHA), idiopathic thrombocytopenic purpura 
(ITP), and a positive serologic test for syphilis—in all of which underlying im- 
munologic mechanisms could be postulated. Finally, the hypothesis was advanced 
that S.L.E. was a complex autoimmune disturbance, characterized on the one hand 
by various hematologic disturbances involving red cells (AIHA), platelets (ITP), 
leukocytes (leukopenia, L.E. factor), syphilitic antigen (positive serology), and 
blood coagulants (prothrombin and thromboplastin inhibitors) and on the other 
hand by a more or less generalized involvement of small blood vessels. It was 
postulated that the appearance of the various abnormalities was initiated by the 
development of different autoantibodies which could, on occasion, arise together 
but as a rule appeared irregularly and at different times. Admittedly, this im- 
munologic approach—i.e., the presumed development within the patient's own 
body of antibodies directed against his own cells or tissues—was as mysterious 
as the "collagen" abnormality, but it had the merit of directing attention to the 
blood and its circulating autoantibodies. These could attack not only small blood 
vessels in various organs such as the spleen, kidney, and heart but also certain 
elements of the blood itself. 


The immunologic concept of the pathogenesis of S.L.E., like the collagen 
theory, failed to supply a ready answer for the mechanism of the development 
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of autoantibodies in apparently healthy persons nor did it tell us why they were 
diverse rather than single as in many examples of autoimmune disease. A specu- 
lative glance in this regard was made at the uterus.® Since the disease occurred 
almost invariably in young women and since the uterus was the site of a changing 
milieu from month to month, with broken-down small blood vessels, fragmented 
red cells, platelets, leukocytes, etc., was it possible that this organ in its menstruating 
cycle might in some readily sensitized women be the actual site of autoantigen 
production? To sorfie extent this speculation was based on the orthodox idea that 
for any type of antibody to develop it was essential.to have an antigen. Proof 
of this concept for most examples of autoimmunization has been slow in forth- 
coming. 

More recently, some thought has been given to the possible relationship of 
lupus to a condition commonly found after transplantation of normal tissues from 
one animal to another of the same species but of a different genetic makeup 
(homologous transplant). In transplantation studies, it is clear that the rejection 
of transplanted tissue is an immunologic one, with the host developing antibodies 
against certain antigens present in the grafted tissues. The rejection phenomenon 
can be delayed either by the administration of a sufficient dosage of total body 
radiation * or of certain chemicals, notably of the antimetabolite variety. In 
such animals, a successful homologous transplant (providing it contains immu- 
nologically competent cells) is often followed by a condition !? known variously 
as "runt disease," "secondary disease," and "homologous disease." All indications 
point to a reaction of graft against host as being responsible for this essentially 
immunologic phenomenon. This is evidently due to the introduction with the graft 


RUNT DISEASE 


OUS, SECONDARY l : l 
( HOMOLOGOUS, SECONDARY ) Fig. l.—Runt disease—a schematic 


HOST VS. GRAFT 
_— REJECTION 





NON - RADIATED 


presentation. In the nonradiated animal, 
a homologous skin graft is rejected be- 
cause transplantation antigens induce the 







production by the host of transplanta- 
tion antibodies. In the animal given total 
body radiation in sufficient amount, the 
homologous graft is retained because the 
host can no longer produce antibodies. 
However, the host’s antigens may stimu- 
late the production of antibodies by im- 
munologically competent cells in the 
graft. These antibodies may then attack 
the host, resulting in an illness charac- 
terized by "runting" and other phenom- 
ena. This is a graft vs. host disturbance. 


ANTIBODIES 







ANTIGENS 


RADIATED 


GRAFT VS. HOST 


of cells whose normal function is the production of antibodies. As a result the 
recipient’s tissues and cells may be attacked by these (to the recipient ) somewhat 
different, and therefore abnormal proteins. with resultant diarrhea, weight 
loss, skin disturbances, anemia, and leukopenia. Ina way, this may be likened 
to autoimmunization, since there arise within the host antibodies directed against 


215/647 


ARCHIVES OF DERMATOLOGY 


his own cells and tissues. Simonsen’s experiments ! with injected spleen or 
lymphoid cells, those of Piomelli and Brooke !? and more recently of Oliner et al.!? 
indicate that a positive Coombs test may develop in some of the affected animals. 
Other findings have been made as the condition was studied in greater detail.!? 
In any event, it seems clear that secondary or homologous disease is an immuno- 
logic reaction of graft vs. host and takes place chiefly because of the presence of 
antibody-producing cells foreign to the host. Whether or not it is necessary to 
postulate abnormal autoantigens in this circumstance is open tó question, since the 
successfully transplanted antibody-producing cells apparently produce proteins 
which may be injurious to the host's own cells or tissues, the latter acting as 
antigens. 
Possibly analogous situations are encountered in the immunologic disturbances 
often seen in such lymphoid proliferations. as infectious mononucleosis, chronic 
lymphocytic leukemia, and disseminated lymphosarcomatosis, Here it is apparent 
that "foreign" or neoplastic or highly abnormal lymphoid cells have arisen within 
the body as the result of viral or other mechanisms. In the case of infectious 
mononucleosis, a heteroantibody (viz., sheep red blood cells) is invariably pro- 
duced, although apparent autoimmunization is by no means unknown (develop- 
ment of syphilitic antibody and, more rarely, of autoimmune hemolytic anemia 
and ITP). It is conceivable that these immunologic disturbances result because 
the normal antigens of the “host” stimulate antibody production by the abnormal 
lymphoid cells of the proliferative process. Is it possible that immunologic dis- 
orders which occur in the lymphoproliferative diseases are analogous to runt dis- 
ease? [n a sense they may be considered as such, since the neoplastic lymphoid 
cells—certainly different from the patient’s own normal cells—may be thought of 
as homologous or even heterologous "grafts." It is conceivable that these prolif- 
erating groups of abnormal cells may respond to an otherwise normal environment 


SYSTEMIC LUPUS 
A "RUNT DISEASE" ANALOGUE ? 


+ SEROLOGY ANTI-GLOMERULAR 
CLONE 





Fig. 2.—Systemic lupus—a possible 
runt disease analogue. In this specula- 
tive diagram, groups of different types of 
abnormal antibody-producing cells—some 


active, some inactive—are conceived of "IT p" 
as being present. These are Burnet's CLONE 
“forbidden clones," and they may be said 
to attack the "host" patient, resulting in 
such abnormalities as a positive serologic ANTI - wec \OO 
test for syphilis and ITP. CLONE 
CLONES OF O = INACTIVE 
ABNORMAL ANTIBODY - PRODUCING 
CELLS ® = ACTIVE 
e ("FORBIDDEN CLONES", BURNET) Ab = ANTIBODY 


by the production of abnormal proteins, some of them reacting against the “host’s” 
tissues, others, such as the sheep cell agglutinin, without any relation to them. 
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As regards S.L.E., one may speculate that here too there is a "graft" vs. host 
disease in which for reasons at present obscure the “host” (i.e. the patient) has 
developed groups or clones of "foreign or abnormal antibody-producing cells which 
may eventually produce one or several antibodies. At first only one abnormality, 
such as a positive serologic test for syphilis or ITP, may be found; later another, 
such as autoimmune hemolytic anemia, may occur; finally multiple immunological 
disturbances become manifest. When this occurs, the clinical diagnosis of S.L.E. 
becomes certain. 

What could cause the development of such abnormal antibody-producing 
cells? Is this due fundamentally to a viral, or chemical, mechanism in which a 
somatic mutation of certain groups of antibody-producing cells develops without 
antigen stimulation? Do antigens bring this about, as we have speculated earlier ? 
Or is it possible, as some observers have recently speculated,!? that groups of 
maternally derived cells, immunologically tolerant for years, have suddenly lost 
tolerance and become harmful to the host? In any event the possible resemblance 
of a human syndrome—systemic lupus—to an experimental animal disorder should 
be pointed out.* 

Reference was made above to the development of one disturbance after another 
in the disease we call lupus. Some years ago, when diagnosis seemed easier than 
it is now, lupus was invariably thought of as a rapidly fulminating disease of 
perhaps a year or two in duration, characterized by fever, weight loss, facial 
eruption, joint involvement, nonbacterial endocarditis, splenomegaly, leukopenia, 
and renal disease. This picture seems to have changed and there can be no question 
of the relative mildness and lengthy course of many cases of the disease. Is this 
an actual change or do we know more about the disease and are thus able to make 


& L. E. 


THE GRADUAL PILING UP OF MULTIPLE IMMUNOLOGIC ABNORMALITIES 


+ 
+ SEROLOGY "Itb" SKIN ERUPTION L.E. TEST 


JOINT LEUKOPENIA RENAL 
SWELLING LESION 


= NE TO 2D YEARS=—=— 


Fig. 3.—Systemic lupus—a complex autoimmune disease. Abnormalities gradually pile up 
one after the other. What constitutes lupus—the first abnormality or several, or is lupus pres- 
ent only when the L.E. cell is positive? These are important questions in this interesting and 
still mysterious disease. 


the diagnosis earlier? The L.E. test has of course introduced an element of 
certainty in the diagnosis—at least in those cases in which the test is positive. It 
is now possible, at least in retrospect, to construct long-standing "time charts" 





* There is in process a real ferment in our thinking of aufoimmunization, "runt disease," 
systemic lupus, the possible relationships of autoimmunization to leukemia,” etc. Thus, while 
this editorial was being prepared, articles or editorials by Kaplan and Smithers,” Burnet,” 
and Holman ? appeared. Burnet postulates the appearance of "forbidden" clones in lupus. This 
"rash" of thinking along somewhat similar lines may well prove fruitful. 
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in which it is clearly evident that the complex disease which is present today once 
began with a single (recognizable) disease component. 


Granted that the full-b'own syndrome with a positive L.E. test is S.L.E., what 
of the cases with only a biologic false-positive test for syphilis or with ITP and 
perhaps minor rheumatoid deformities of the fingers? Should these cases with only 
one or two abnormalities and with a negative L.E. test be considered as examples 
of S.L.E.? Since these might be “prodromal” findings occurring at an early stage 
of the disease, and we do not have the possibility of hindsight, a positive diag- 
nosis of S.L.E. surely cannot be made. What then, is S.L.E.? Is the disease present 
when the first abnormality appears, or must one consider only the full-blown 
disorder as the disease, or can one perhaps make the diagnosis at an intermediate 
stage? This is a very difficult and as yet unanswered question. At the moment, one 
may say that there are only a few reasonably specific and definitive diagnostic 
criteria of the disease, including the characteristic facial eruption, the L.E. test, 
and the "onion-skin" lesions of the blood vessels of the spleen. In the absence 
of these but with one or two other abnormalities present, such as a biologic false- 
positive test for syphilis, "ITP," or slight rheumatoid deformities, one can make 
only a presumptive but not a certain diagnosis, If, however, a number of these 
abnormalities are present together in the same person, although the L.E. test is 
negative the diagnosis of S.L.E. can and probably should be made. Thus, in the 
presence of autoimmune hemolytic anemia, ITP, and rheumatoid arthritis simul- 
taneously or with hematuria, red cell casts, positive serology, high sedimentation 
rate, and hyperglobulinemia, lupus must remain the diagnosis until proved other- 
wise whether or not a skin rash or a positive L.E. test are present. It should 
be realized that the latter is only one of a large number of immunologic abnor- 
malities and that despite its apparent specificity, it should by no means be con- 
sidered as the sime qua non for the diagnosis. Thus, one might say that if three 
or more of the abnormalities commonly found in the full-blown cases of S.L.E. 
are present together the diagnosis should be considered probable. If the "score" 
is higher, then the diagnosis of L.E. should be made without further ado. This 
"rough and ready" appraisal is of course subject to change with the almost certain 
development of more definite immunologic criteria. 


In summary, one can make no definite statement now as to (a) what S.L.E. 
is nor (b) what its limitations are. We believe there is sufficient evidence at hand 
to call S.L.E. a complex autoimmune disorder 9!9 with irregular involvement of 
various constituents of the blood and small blood vessels, thus resulting in a highly 
protean disorder. Involvement at the beginning may be limited to one tissue, one 
organ, or one blood cell constituent, with progressively greater involvement as 
time goes on. Finally, there is a widespread generalized disease with death ordi- 
narily due to severe renal disease. We can speculate that this complex immunologic 
disorder develops in some easily sensitized persons in whom, for reasons at present 
obscure, groups of abnormal antibody-producing cells have developed and are 
producing abnormal antibodies continuously. Like the engrafted cells of the graft 
vs. host reaction, these may attack the patient either all at once with many anti- 
bodies (a fulminating cotse) or in an episodic but gradually worsening fashion, 
eventually resulting in the patient's death. Whether the disease may be said to be 
present at the appearance of one of its first clinical indications or whether the 
diagnosis can be made only in retrospect after the development of a number of 
abnormalities should become clear with further studies. At any rate, systemic 
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lupus, a highly complex disorder, has come a rather long way from its days as 
a “toxic” disturbance to its present status as a complex autoimmune disease, 
perhaps analogous to the experimentally produced "runt disease" and thus to the 
graft vs. host reaction. 

WILLIAM DAMESHEK, M.D. 

Director, Blood Research Laboratory, 
New England Center Hospital, 

and Professor of Medicine, 

Tufts University School of 

Medicine, Boston 
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I. Myron Felsher, M.D., President 

Frederick J. Szymanski, M.D., Secretary 
Feb. 17, 1960 


Psoriasis of the Palms and Soles. Presented by 
Dr. THEODORE CoRNBLEET and (by invitation) 
Dr. RICHARD BERNSTEIN. 


Discussion 


Dr. STEPHEN ROTHMAN: In the first case pre- 
sented fungi could not be demonstrated, and the 
tentative diagnosis of psoriasis of the nails was 


made. Still, “empirically,” griseofulvin was or- 
dered. I do not believe this drug ever should be 
given unless dermatophytae have been demon- 


strated in the lesions. 

Dr. IRENE NEUHAUSER: I wish to agree with 
Dr. Rothman. The empirical use of griseofulvin is 
getting to be rather ridiculous. I think this practice 
reached its peak in a patient at County Hospital 
who was given griseofulvin for mycosis fungoides. 
Every day we see patients who have been given 
griseofulvin for all sorts of undiagnosed conditions. 
The organisms are fairly easily demonstrated in 
any mycotic infection and should be found before 
the drug is given. 

Dr. STEPHEN RoTHMAN: If we hospitalize pa- 
tients with palmar and plantar psoriasis so that 
we can apply highly concentrated salicylic acid and 
tar ointments with dressings, our therapeutic re- 
sults are highly satisfactory. Of course, such 
treatment is not feasible in the care of outpatients. 

Dr. M. R. Caro: Contrary to Dr. Rothman’s 
experience, to me psoriasis of the palms is prob- 
ably the most difficult area of the skin in which to 
treat psoriasis. My own experience has been that 
psoriasis of the palms and soles does not respond 
readily to local treatment no matter what you do. 
I have tried the use of tars, ammoniated mercury, 
chrysarobin and almost any type of topical treat- 
ment, with x-rays or ultraviolet light, and these 
lesions are about the last of all the psoriatic lesions 
to respond. 

Dr. STEPHEN ROTHMAN: I still maintain that 
palmar and plantar lesions are amenable to therapy 
if strong ointments are applied with dressings. 
In desperate cases chrysarobin sRould be used, 
no matter how messy such treatment is. 


Dr. Leon GOLDMAN, Cincinnati: I know the 
textbooks say you can find fungi easily in nails 
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and you may biopsy the nail (preferably more than 
the nail plate) and find fungous elements. Even 
when you find fungi in culture especially, they 
are often not acceptable because most of them 
may be saprophytes. So the diagnosis of an 
onychodystrophy as proved mycotic infection is 
difficult. When we do have a patient who we 
think does not have psoriasis of the nails and 
we do not know how to treat his nail deformities, 
then I do believe firmly it is well to give griseo- 
fulvin a trial, for at least a period of six to eight 
weeks. What else do you have to offer for severe 
chronic nail deformities? Incidentally, in proved 
Trichophyton rubrum infection of the nails we 
have seen occasionally relapse under griseofulvin 
after an initial period of marked improvement, 


At present we are doing investigative studies 
with the additional use of topical griseofulvin mix- 
tures. We have been doing considerable experi- 
mental work with tumor cases with griseofulvin. 
This has included both local injections and huge 
oral doses. The cases have included melanoma and 
squamous carcinoma. So far we have observed 
no effect good or toxic. In our Department, Barich 
has a fascinating array of animal experiments 
with methylcholanthrene painting of mice who are 
on oral griseofulvin. In the first series of ex- 
periments, Barich has shown a definite effect of 
large doses of griseofulvin on the incidence of 
tumors. 


Dr. DonaLtp J. BIRMINGHAM, Cincinnati: In 
spite of possible successful therapy in peeling the 
palms and soles, these psoriatic patients must con- 
tinue to make a living, and in working with 
instruments or tools which traumatize the palms 
they frequently experience continued difficulty. 
Eventually some patients resort to compensation 
claims, and in some states these cases are adjudi- 
cated in favor of the patient because the job 
has to do with aggravating a preexisting condition. 
In jobs where men traumatize the palms through 
handling tools, instruments, or objects, psoriasis 
of the palms is a most difficult disease to treat® 

Dr. STEPHEN RorHMAN: I am sorry that I 
have to disagree with Dr. Goldman. In tinea 
unguium there is no difficulty to demonstrate the 
fungi if one takes enough material for direct ex- 
amination and culture. There is no difficulty in 
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distinguishing saprophytes and pathogens either. 
I do not believe it is justified to use griseofulvin 
as long as the diagnosis is not established. 

Dr. M. J. Reuter, Milwaukee: A problem in 
industrial medicine arises when psoriasis occurs 
at the site of trauma. A similar situation has 
occurred in the past when tertiary or late syphilis 
of the skin appeared at the site of industrial 
trauma. The Industrial Commission, to my knowl- 
edge, has ruled that the employer was responsible 
for treatment until the lesion was healed but not 
for the complete treatment of the patient’s systemic 
syphilis. The same ruling would probably apply 
to a localized plaque of psoriasis. 

Dr. THEODORE CORNBLEET: The amount of dis- 
cussion these patients evoked seems to have justi- 
fied showing them. In our experience psoriasis 
of the hands is particularly resistant to therapy. 
The resident physicians have explored the thera- 
peutic range of possibilities of griseofulvin and in 
doing so treated among other things psoriasis. I 
think they are satisfied the antibiotic has no value 
there. Our patients with psoriasis do better on the 
same simple remedies, somehow, when in the hos- 
pital. In our hands, this is true even for the 
Goeckerman regimen. 


Granular-Cell Myoblastoma. Presented by Dm. 
SipNEY BARSKY and (by invitation) Dr. CHES- 
TER L. KROLL. 


A 30-year-old Negro woman had two lesions, 
one of the left upper chest and right breast, near 
the nipple, removed two years ago. She was told 
that they were cysts. 
noticed a hard tumor mass of the skin in the 
right lower quadrant of the abdominal wall. The 
tumor has been slowly increasing in size. 

This patient presents a well-circumscribed, soli- 
tary, very hard tumor, 2.0 cm. in diameter at 
McBurney’s point of the right lower quadrant of 
the abdominal wall. The mass is attached to the 
overlying skin. The midline incisional scar is 
from a previous appendectomy. A small nodule 
may be found at the posterior base of the neck. 
The tongue is not involved. 

Laboratory Data: Complete blood cell count ‘and 
urinalysis were reported as normal. Chest x-ray 
was within normal limits. Biopsy specimen is 
presented. 


Discussion 


Dr. Leon GOLDMAN, Cincinnati: I volunteered 
to discuss this case just to show that we have 
been unable to make the diagnosis clinically before 
biopsy was done. The diagnosis has been difficult 
in both the localized form of granular-cell myo- 
blastoma of the skin and in the rare disseminated 
form. Last year our ignorance of the latter type 
was reported in the ArcHIvEs by residents in our 


Eighteen months ago she. 


department, in regard to a tumor which we all 
believed to be a sarcoma and which turned out 
to be a granular-cell myoblastoma. Our difficulty 
arose when we attempted to use the presence or 
absence of overlying acanthosis as an aid in the 
differential diagnosis of subepidermal nodular fi- 
brosis, granular-cell myoblastoma and sarcoma. 
I want to caution you in regard to the excision 
of deep granular-cell myoblastoma of the skin if 
you attempt to remove them. The tumor is hard; 
it is a little difficult to shell it out; it goes rather 
deep. We saw one in the axillary line involving 
the subcutaneous tissue and we ended very close 
to the pleural cavity. Malignant degeneration is 
not very common. 

Dr. M. R. Caro: This lesion had the gross 
appearance of a cyst. It is a subcutaneous nodule 
which is attached to the skin at one point; you 
can move the skin over it, and that suggests a 
sebaceous cyst clinically. I was amazed when I 
saw from the section that it was a granular-cell 
myoblastoma. Even histologically it does not quite 
resemble the other cases I have seen. In pre- 
vious cases I have found the granular cells to 
come up close to the epidermis and in most of 
them there was a pseudoepitheliomatous hyper- 
plasia. This tumor, however, is sharply circum- 
scribed, it has a definite separation from the 
overlying corium; the entire mass is set deeply 
in the corium, and there was no epidermal change. 
Both clinically and histologically it is a freak, 
but it definitely is a granular-cell myoblastoma 
histopathologically. 


Familial Benign Chronic Pemphigus (of Axillae 
and with Generalized Lesions). Presented by 
Dr. Loutse E. Tavs. 


Discussion 


Dr. Davin W. Kerstinc, Milwaukee: I believe 
that the primary change in Hailey’s disease is the 
acantholysis, that the latter is based on an in- 
herited defect, that this defect is in an enzyme 
system, that the beneficial effects of an antibiotic 
may be due to its clearing of a secondary pyog- 
enous bacterial infection or to its action on the 
defective enzyme system involved in the acantholy- 
sis, or to both. I do not believe that the 
acantholysis is secondary to bacterial infection, or 
that the antibiotic cures familial benign chronic 
pemphigus. Stoughton’s recent work (Journal of 
Investigative Dermatology, November, 1959) on 
acantholytic enzymes in the skin is worthy of 
consideration im further attempts to solve ob- 
jectively the mystery of the pathogenesis of 
Hailey’s disease. 


Dr. Loutse E. Tavs: Familial benign chronic 
pemphigus has a known hereditary factor and 
runs through a family. Shelley and Pillsbury in 
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their recent article emphasized the pyogenic fac- 
tor. They felt bacteria play a primary rather 
than a secondary role. Sensitivity tests were done 
on cultures from discharge. They found the 
organisms resistant to many of the antibiotics, and 
only when an appropriate antibiotic was used, to 
which the particular organism was sensitive, were 
favorable results obtained. 

Lowenthal also believes this is a staphylococcic 
pyoderma in persons with an inherited predispo- 
sition to acantholysis which shows itself as an 
irregular dominant predisposition. He also em- 
phasized the need for sensitivity tests. A year 
ago we successfully used Achromycin in this pa- 
tient, although spontaneous remission might also 
have occurred then. However, this autumn im- 
provement did not occur spontaneously, and 
Achromycin produced no change. In the sensitiv- 
ity tests presented you will notice the organisms 


CHICAGO DERMATOLOGICAL SOCIETY 
March 16, 1960 


Case for Diagnosis (Pemphigus Vegetans?). 
Presented by Dr. ADOLPH RosTENBERG JR., DR. 
ALFRED B. Fark, and (by invitation) DR. 
RorLAwNDp S. Mepansky and Dr. JosePH S. Gon- 
NELIA. 


The patient, a 38-year-old white man, who has 
worked as a welder but denied any exposure to 
toxic materials, was admitted to the University 
of Illinois Research and Educational Hospital on 
March 7, 1960, because of “pruritus and burning 
sensations of the tongue, left inguinal region and 
feet" of about seven months' duration. 


Present Illness: The patient was relatively well 
until one and a half years prior to admission, 
when he noted gradual onset of redness, swelling, 
and fissuring of tongue along with pustular lesions 
of palmar surfaces of feet, left inguinal region, 
and back, accompanied by pruritus and soreness. 
He was treated by his private physician for "fungal 
infection" with daily "injections" for three weeks 
and he became asymptomatic, Seven months prior 
to admission he developed a proliferative and 
granulating lesion in the left groin plus painful 
blisters on soles, fissures of the upper lip, and 
a red swollen tongue, which was painful on 
mastication. 

He denied any systemic symptoms. His ap- 
petite has been good, but he has had a 20 Ib. 
weight loss (he has been eating less because of 
the painful tongue). 

Submitted for publication June 7, 1960. 
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were resistant to Achromycin. We plan now to use 

an antibiotic to which the organisms show sen- 

sitivity. 

Psoriasis of Hands and Feet. Presented by Dr. THEODORE 
CoRNBLEET and (by invitation) Dr. RICHARD BERNSTEIN. 

Secondary Syphilis. Presented by Dr. ALFRED B. FALK, 
Dr. STEFAN BIELINSKI, and (by invitation) Dr. I. GIGLi. 

Syringoma. Presented by Dr. Davip V. Omens and (by 
invitation) Dr. Harotp D. Omens and Dr. CHESTER L. 
Knorr. à 

Syringocystoma. Presented by Dr. ADOLPH ROSTENBERG JR. 
and Dr. Louise E. Tavs. 

Pityriasis Rubra Pilaris? Presented by Dr. SAMvEL W. 
BECKER Jr. and (by invitation) Dr. Jack M. Fox and 
Dr. RotANp S. MEDANSky. 

Pityriasis Rubra Pilaris, Presented by Dr. ALFRED B. 
Fark, Dr. STEFAN BIELINSKI and (by invitation) Dr. 
I. GIGLI. 

Large Junction Nevus of Face. Presented by Dr. S. M. 
BLUEFARB, Dr. Siras WALLK, and (by invitation) Dr. 
I. GIGLI. 

Psoriasis of the Nails. Presented by Dr. THEODORE CORN- 
BLEET and (by invitation) Dr. RicuHanp BERNSTEIN. 


Family History: Mother and father died of 
cardiovascular accidents; otherwise history was 
unremarkable. 

Personal History: Usual childhood diseases; 
history of allergy to penicillin; tonsillectomy and 
adenoidectomy at age 12, and caries. 

On physical examination on March 7, 1960, pa- 
tient is a well-developed and well-nourished adult 
white man in no distress. Blood pressure 140/86, 


pulse 88 and regular, respirations 18, temperature 
99.4 F. 


The findings were within normal limits other 
than (1) ulcerating lesion covered with crust on 
inferior aspect of right nostril; (2) moderate 
injection with purulent secretions in naso- and oro- 
pharynx; (3) tongue scrotal in type, numerous 
fissures, bleeding easily on touch, and (4), skin 
showing (a) numerous pustules with varying zones 
of erythema on arms and soles, (b) 4X4 cm. vege- 
tating lesion on left side of groin, and (c) nu- 
merous areas of pigmentation on back at site of old 
lesions. 


Laboratory Data: Blood: hemoglobin 14.4 gm., 
hematocrit 49, white cells 10,190, with 196 stab 
neutrophils, 65% segmented neutrophils, 896 
eosinophils, 1% basophils, 22% lymphocytes, 3% 
monocytes. Corrected sedimentation rate 10 mm. in 
one hour. Urinalysis normal; serology negative. 
Total protein 6.4 gm., albumin 4.6, globulin 1.6 
gm.; cholesterol 182 mg.; CO»-combining power 
32 vol. '%, chloride 105, sodium 144, potassium 5.6 
mEq/L.; urea nitrogen 18, creatinine 1.4, fasting 
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blood sugar 94 mg., alkaline phosphatase 1.2 Bodan- 
sky units, thymol turbidity 2.3; cephalin floccula- 
tion negative. 

Chest Film: “Apical infiltrates bilaterally, prob- 
ably old fibrosis. A small nodule on the left, 
although most likely a granuloma, it should be 
reexamined at a later date.” Electrocardiogram 
normal. f 

Cultures: (a) Culture of pustule: numerous £- 
hemolytic streptococci and a few Staphylococcus 
aureus (coagulase-positive). (b) Culture of gran- 
uloma: left groin. Many ß-hemolytic strepto- 
cocci; Paracolon coliforme, and a few Escherichia 
coli. Sensitive to chloromycetin, tetracycline, and 
furadentin. (c) Culture of sputum for AF pend- 
ing. (d) Papanicolaou smear of sputum pending. 

Hospital Course: Patient has had a low-grade 
daily temperature elevation. He has developed 
many pustular lesions on arms and soles. Weight 
has remained stable. He was placed on tetracycline 
500 mg. p.o. 96 hours on the eighth day after 
admission. 

Skin biopsies are presented. Biopsy of tongue 
has been performed and is pending. 

Histopathological report on skin biopsies: A 
(from the arm): Suprabasal cleavage. Intra- 
epidermal bulla with acantholytic cells isolated or 
in groups and an inflammatory infiltrate containing 
polymorphonuclear leukocytes, lymphocytes, and 
many eosinophils. There is a marked infiltrate in 
dermis of the same type. Diagnosis: Pemphigus 
vegetans (benign form—Pyodermite vegetant, Hal- 
lopeau ). 

B. (from the groin) : Hyperkeratosis and follic- 
ular plugging. Marked acanthosis with intraepi- 
dermal microabscesses composed mainly of 
eosinophils. The inflammatory infiltrate of the 
corium also shows a marked predominance of 
eosinophils. Diagnosis: Pemphigus vegetans. 


Discussion 


Dr. M. R. Caro: There were two sections pre- 
sented. One showed good suprabasal bullae with 
acantholytic cells, and on the basis of that alone 
I would say that this is acceptable for pemphigus 
vulgaris. The other section showed many accumu- 
lations of polymorphonuclear cells with eosinophils 
throughout the section and was pathognomonic of 
pemphigus vegetans. On the basis of these two 
sections [| would agree with the diagnosis of 
pemphigus, aligning them with the clinical features 
that are present. The lesions on the feet, however, 
represented something else, with deep bullae and 
vesicles, which to me showed a coincidental dys- 
hidrosis. I do not believe that it is a part of the 
pemphigus. 

Dr. T. Furtapo (by invitation) : I have nothing 
to add to this case except about the relationship 
between pemphigus  vegetans and  pyodermite 


vegetans. In this patient many of the early 
lesions on the arms show a suprabasal cleavage 
and acantholysis. In the older vegetating lesions 
marked acanthosis and intraepidermal microab- 
scesses are present, but we do not see acantholysis. 
We have here in the same patient the connection 
between what was described as pyodermite vegetans 
of Hallopeau and pemphigus vegetans. They are 
probably one and the same entity. 


Dr. S. J. ZaKon: First of all, I think the 
clinicians who managed this case must have used 
an excellent deodorant because there was no odor 
from the lesions today, and usually one can smell 
a pemphigus vegetans patient a mile away since 
the vegetating lesions are usually covered with a 
fetid discharge. 


The second thing I want to say is that pemphigus 
vegetans differs from pemphigus vulgaris in that 
it requires much larger doses of steroids to keep 
the disease under control, larger doses for a much 
longer period of time. Pemphigus vegetans always 
had a much graver prognosis. 


Dr. HRicHARD K. WINKELMANN, Rochester, 
Minn.: I agree with Dr. Zakon that a larger dosage 
of steroids may be required for pemphigus vegetans. 
Recently we had a patient that required larger 
doses of steroids and presented a similar picture 
to this patient concerning lesions on the feet and 
groin. From these Monilia were grown and this ap- 
peared to be a contributing factor. Last year 
Sagher and Dostrowsky reported on pemphigus 
vegetans and in their cases, something like 30% 
or 40% were complicated with Moniliae. 


Dr. ADOLPH RosTENBERG JR.: When we first 
saw this patient about a week ago the picture was 
a little bit different than it is today in that he had 
primarily the fungating mass in the groin with 
little else. Most of the lesions he shows today 
developed since he has been in the hospital. At the 
time he was first seen, various diagnoses were 
suggested, among them the one with which he is 
presented today, but also pyoderma vegetans. I 
became interested in looking up pyoderma vegetans 
and its relation to pemphigus vegetans. We pre- 
sented him with the label of pemphigus vegetans, 
for, while he fits the description of pyoderma 
vegetans, this is an entity that has vague bound- 
aries. It was originally described by Hallopeau 
at the International Congress in 1889 under the 
title of chronic pustular dermatitis in patches with 
peripheral extensions, and there was no mention of 
vegetans or pyodermitis. It was only some years 
later that he christened it pyoderma vegetans. 
Ultimately, he decided that it was the same disease 
as Neumann had originally described as pemphigus 
vegetans, but he apparently changed his mind 
several times about this. Sometimes he would 
take a firm stand that the condition was an entity, 
but most of the time he was willing to go along 
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with the idea that it was a variant of pemphigus 
vegetans. The literature, apart from American, 
divided pemphigus vegetans into two groups, 
namely, the malignant form, which usually gets 
the eponymic designation of Neumann, and a 
benign form, which gets Hallopeau’s name. The 
benign form, despite the comments of the previous 
speakers, has a relatively good prognosis, in terms 
of duration of life, even before the days of 
steroids. Actually on what basis one says this 
case is malignant and this one is benign is in terms 
of end-result, or, retrospectively, in that there 1s 
nothing in the gross appearance or in the pathology 
that would enable one to make this distinction. All 
one can say is that the patient may survive quite 
a few years with the benign form. The literature 
has been confused particularly by American authors 
because in 1901 Hartzell came along and coined the 
term “dermatitis vegetans,” which superseded Hal- 
lopeau’s term, at least in American textbooks. This 
term has been used for a wide variety of probably 
unrelated lesions. In Pusey’s book it says these 
are vegetative lesions which may be engrafted on 
any disease process, and among them is pemphigue 
vegetans. I think this is poor usage. The term 
“dermatitis vegetans" so employed adds nothing 
to our knowledge. To sum up, we are presenting 
this case as one of pemphigus vegetans because 
probably the entity pyoderma vegetans is a variant 
of this condition. 


Congenital Dysplastic Angiopathy. Presented by 
Dr. STEFAN- BIELINSKI, Dr. ALFRED B. FALK, 
and (by invitation) Dr. Jack M. Fox. 


This 5-year-old white girl started to develop 
telangiectatic lesions on the left thigh at 3 months 
of age. The extent of involvement has gradually 
increased to its present state. She has had repeated 
episodes of gastrointestinal bleeding as manifested 
by abdominal cramps and black, tarry stools. More 
recently she has had nosebleeds. 

There is no familial history of vascular nevi on 
the maternal or paternal side. 

On physical examination there is extensive in- 
volvement of the left lower extremity, right upper 
extremity, buttocks, face, lips, and buccal mucosa, 
with telangiectases. 

The left lower extremity is definitely warmer 
and appears slightly larger than the right. Measure- 
ments of the length of bones on x-ray films show 
that the left lower extremity is 2.7 cm. longer 
than the right (see x-ray findings). 

Laboratory Data: X-ray of the lower extremities 
with bone measurements shows the following: 
Right femur, 31 cm., left 32 cm. , Right tibia 26 
cm., left 27.7 cm. X-ray of the chest is normal. 

Blood: Hemoglobin 13.2 gm. ; sedimentation rate 
4 mm. Platelets 92,000 and 170,000. White cells 
9.900, with 50% polymorphonuclears, 196 band 
forms, 3% eosinophils. 42% lymphocytes, 4% 
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monocytes. Urinalysis was normal. Histologic 
section is presented. 


Discussion 


Dr. STEFAN BIELINSKI: The term congenital 
dysplastic angiopathy is used by Dr. Bean in his 
book on Vascular Spiders to include a large group 
of conditions in which (the patients show telangi- 
ectatic vessels with underlying vascular anomalies 
of the brain, extremities, or other tissue. These 
have been described over a long period of time 
by various clinicians, and eponyms have been at- 
tached. Briefly, to mention a few, in 1879 Sturge 
described a vascular lesion in the distribution of the 
fifth nerve. Later Weber modified this, and 
the eponym of Sturge-Weber syndrome, with the 
central nervous system involvement and vascular 
nevi of the fifth nerve, was established. In 1900, 
Klippel and Trenaunay described a condition which 
they called nevus variquex osteohypertrophique. 
In this condition the patient had an enlargement 
of the lower extremity. In 1918, Parkes Weber, 
in a series of articles, described many conditions 
in which there were vascular nevi and hemangi- 
ectatic hypertrophy of the limbs. There were 
several others in time, and various eponyms 
cropped up. These can be divided into two groups, 
one of which had vascular lesions with central 
nervous system involvement, and the other vascular 
lesions with enlargement of the extremities. Dr. 
Bean has tried to eliminate the eponyms and 
simplify terminology by including under the term 
"congenital dysplastic angiopathy" conditions in 
which there are telangiectatic vessels and enlarge- 
ment of the limbs or brain involvement. The ques- 
tion of Rendu-Osler-Weber synonym was brought 
up. Dr. Bean separates this syndrome entirely from 
the type of case you see today. In the first place, 
the telangiectasia is entirely different. It is punc- 
tate, with a single or few branching vessels. Some- 
times it has the appearance of a minute varicose 
lesion. Also, the older lesions show atrophy over 
the telangiectasia. Bleeding is an essential part of 
this syndrome. He separates the two conditions 
and_ does not consider this an Osler-Rendu-Weber 
syndrome, even though the patient has bleeding. 
The patient presented today has telangiectatic 
vessels, an enlarged extremity, gastrointestinal 
bleeding, and more recently nosebleeds. We saw 
her two times at the Children’s Memorial Hospital. 
The work-up is not complete; in fact, today she 
had a gastrointestinal series at Children’s Memorial 
Hospital, and then came down here. She was 
worked up in Cleveland at Charity Hospital and at 
Mount Sinai Hospital and nothing was done for 
her there. As far as the prognosis is concerned, it 
is not good, because with the gradual enlargement 
of the leg it is a question whether tying off the 
larger vessels of the leg would be of any value. 
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Localized Myxedema. Presented by Dr. FREDE- 
RICK J. SZYMANSKI and (by invitation) Dn. 
JAMES J. JAMBOR. 


A 28-year-old Negro woman developed a general- 
ized edema, shortness of breath, and heat intoler- 
ance during the past several years. In April, 1959, 
she was admitted to this hospital, where a diagnosis 
of thyrotoxicosis was made. Her basal metabolic 
rate was in excess of 32% and has remained 
consistently elevated; protein-bound iodine has 
been 18.6ug. %, the normal being 8ug. or less. 

She was treated for cardiac failure and hyper- 
thyroidism. The treatment has consisted of Tapa- 
zole by mouth, with a gradual improvement in 
symptomatology and in cardiac size, as determined 
by the x-ray. After she was started on Tapazole 
there developed a diffuse enlargement of her neck 
corresponding to what apparently is a diffusely 
enlarged thyroid gland. Approximately six months 
after the onset of Tapazole therapy, 40 mg. per day, 
she noted*the development of firm, gradually in- 
creasing nodular swellings located around both 
lower legs. These swellings are nontender and 
even reduced in sensitivity. Because of these 
nodules she was referred to the dermatologv clinic 
for diagnosis. On March 8, 1 cc. of hyaluroni- 
dase was injected into the center of a nodule. An 
immediate depression or hollow occurred at the 
site of the injection. Biopsy specimens taken at 
the site of the injection and from another area 
of nodule are shown. 


Discussion 


Dr. THEODORE CoRNBLEET: This patient's lesions 
look different from all those I have seen before 
in localized myxedema. We have injected hya- 
luronidase into the lesions of a number of such 
patients, always with the same result. The injected 
lesions become temporarily smaller. Soon, how- 
ever, they regain their previous form and size. If 
this patient has indeed localized myxedema, it 
would be interesting to know why and how this 
happily permanent improvement was accomplished. 

Dr. HERMANN Pinkus, Detroit: I believe that 
localized myxedema on the leg can assume very 
different clinical forms. I have seen this type before 
with lesions that are nodular, almost tumorous, and 
then again the cases Dr. Cornbleet mentioned that 
are more diffuse and resemble pigskin. Our thyroid 
group at Receiving Hospital in Detroit are quite 
interested in localized myxedema, and Drs. Taylor 
and Teitelbaum have asked us routinely in any 
case of hyperthyroidism to take biopsy specimens 
from the skin of the tibia and from the lower 
abdomen. We often find increased mucopoly- 
saccharides by histochemical stains in patients 
who have no clinical lesions. 

Dr. Hanorp O. Perry, Rochester, Minn.: With 
regard to Dr. Pinkus’ comments regarding muco- 


polysaccharide contents of tissues, I wish to call 
attention to a report in the Journal of Clinical 
Investigation (38 :945-948 (June) 1959), in which 
tissue analysis for acid mucopolysaccharide was 
done in patients who had localized pretibial myx- 
edema. Analysis of these patients’ uninvolved skin 
showed without doubt the amount of acid muco- 
polysaccharides as compared with skin of normal 
patients with a nine to tenfold increase in the 
tissue acid mucopolysaccharide in the areas of 
localized pretibial myxedema. 

Dr. JAMES J. JAMBOR (by invitation): I would 
like to correct one misimpression. There is a 
depression in the lesion now, but the injection was 
done only a week ago, so it is not permanent or of 
long duration. We think these lesions are very 
interesting because of the constituency of the 
mucopolysaccharides, the opportunity to study 
their metabolism and role in water balance; the 
effect of steroids and hormones upon this. It is 
interesting to know that this lesion is seen in the 
skin of the Macaca monkey, in the beautiful 
baboon, and apparently all of these sites respond 
similarly to hormone and chemical influences. 
Possibly a lesion like this could be investigated 
more completely with regard to chemical changes. 


Ataxia Telangiectasia. Presented by Dr. SIDNEY 

Barsky and (by invitation) Dr. I. GIGLI. 

A 7-year-old Negro child, has been admitted 
to Cook County Hospital several times with pneu- 
monia. On the first admission the mother stated 
that the child went to a reeducational school be- 
cause he was not mentally normal. 

The physical examination shows an ataxic, 
mentally retarded child with generalized muscular 
hypotrophy. The examination of the eyes shows 
bilateral telangiectasia of the bulbar conjunctiva 
and questionable nystagmus. The fundus is normal. 
The lung fields reveal crepitant rales and bronchial 
breathing. He has a thick yellowish expectoration. 
Bronchoscopic studies reveal the presence of bi- 
lateral bronchiectasis. 

The child was born in a normal delivery at 
term. There are five siblings. The parents are 
normal. One sibling, a girl, is 23 months old and 
is normal; one, a girl, died at 5 years of broncho- 
pneumonia and ataxia; a boy, 6 years old, is re- 
ported by his school as having poor comprehension. 
A boy died at 8 years of bronchopneumonia and 
sickle-cell anemia. No autopsy was done. A boy, 
aged 13, is normal, 

Laboratory Data: Complete blood count and 
differential: hemoglobin 11 gm., red cells 3,600,000, 
white cells 23,000, with marked neutropenia ; normal 
electrolytes. Chest x-ray shows pneumonitis; skull 
x-ray normal. 
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Discussion 


Dr. Hanorp O. Perry, Rochester, Minn.: I 
cannot add very much to this presentation except 
to agree with the diagnosis, The problem of 
ataxia telangiectasia was brought to my attention 
in reading the transactions of the Los Angeles 
Dermatological Society (A.M.A. ArcH. DERMAT. 
78 :402-405 [Sept.] 1958). Shortly after that publi- 
cation we had an opportunity of studying two 
patients who had the findings shown in the patient 
today. The telangiectatic reaction of the con- 
junctiva of the patients seen today is minimal in 
contrast to that which can be seen. On occasion 
the sclerae appear completely red. 

The ataxia part of the process is manifested 
initially by weakness of the neck muscle and some 
abnormal movements of the upper extremities. As 
the muscles become weaker the head is carried 
in a peculiar forward position with the chin jut- 
ting out. This position is so characteristic that 
the diagnosis of ataxia telangiectasia can be made 
as one sees such patients sit on a table. The 
familial incidence as demonstrated by these pa- 
tients is not uncommon in ataxia telangiectasia. 

Dr. Smpney Barsky: I believe there are fewer 
than 20 reported in the world literature so far. 
It was first described by Madame Louis-Bar in 
1941 in a French publication. It has two principal 
abnormalities, cerebral ataxia and cutaneous telan- 
giectasia. The ataxia usually begins in infancy 
when the child begins to walk, but at later de- 
velopment, at 2 to 6 years of age, in the exposed 
portions of the bulbar conjunctiva, a horizontal 
telangiectasia appears. Sooner or later a bulbar 
telangiectasia develops. The ataxia is progressive 
and by the age of 10 to 12 years the children 
are unable to walk alone. Other evidence of neuro- 
logic dysfunction than the ataxia develops. Other 
manifestations are smallness of physical stature, 
cafe au lait spots, changes in hair, recurrent in- 
fections of lungs with bronchiectasis, nystagmus, 
and strabismus. The intelligence is usually normal 
but may be diminished as in our patient. The syn- 
drome is familial in many instances. The cause 
is unknown. The blood, urine, and spinal fluid 
are normal. Eosinophilia was noted in one case. 
In a microscopic examination of the patient who 
came to autopsy, the central nervous system 
showed a degeneration of the neurons of the cere- 
bellar cortex, particularly the Purkinje cells, and 
enlarged venules in the cerebral leptomeninges 
and white matter. The ones who have probably 
done the most work in this country are Boder and 
Sedgwick, who described eight cases at the Uni- 
versity of California and published in their Bulle- 
tin in 1957, and followed by another article in 
Pediatrics in April, 1958. Recently Siekert et al. 
in the December, 1959, issue of the Proceedings of 
the Staff Meetings of the Mayo Clinic reported on 
five cases. 
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Linear Nevus? Presented by Dr. THEODORE CORN- 
BLEET and (by invitation) Dr. RICHARD BERN- 
STEIN. 


A 53-year-old Negro man has had a linear 
lesion on the mid lower thoracic and lumbar region 
since the age of 31. The patient has had no symp- 
toms from these lesions. Thé lesions appear light 
brown, are irregularly shaped, and are raised and 
flaccid. Skin markings “over the lesions are accentu- 
ated. In the sacral regions these lesions appear to 
be smaller in size and are more spread out. A few 
of these appear under the left breast. 


In addition to the above-described manifestations, 
there is an area of increased pigmentation along 
the left inguinal region which has been present 
since birth. Family history is essentially negative. 


Roentgenograms of the lumbosacral and lower 
thoracic spine show no bony abnormalities. Physi- 
cal findings are within normal limits except for 


essential hypertension. " 


A biopsy section is shown. 


Discussion 


Dr. HERMANN PiNkKvs, Detroit: I thought this 
case was very interesting for several reasons. First, 
the distribution—a linear nevus is expected to be 
on one side. This lesion is almost in the midline. 
It is associated with some lesions in the left 
mammary region, while the main lesion extends 
over to the right side. It does not follow the usual 
pattern of distribution. Another interesting feature 
was the pigmentary lesion which the patient has 
in the left groin extending all the way around 
from the iliac crest down to the left pubic fold, a 
broad band with some isolated lesions. This was 
not just hyperpigmentation, but there was a slight 
depression of the skin, which seemed to be atrophic, 
and there was complete absence of all hairs and 
marks of hair. It would be well to perform a 
biopsy of this region to see if it shows more than 
hyperpigmentation. 


The biopsy specimen from the skin of the back 
seems to show a disturbance of the connective 
tissue rather than of the epidermis. The epidermis 
was elevated, but it was not thickened. There was 
an excess of fibrous tissue and also an excess of 
small blood vessels. It would be interesting to do 
a stain for elastic fibers. In manv connective tissue 
nevi the elastic fibers are more disturbed than 
the collagen. 


Then, of course, comes the next question: Is this 
really a nevus? If it originated only after the 30th 
year, this is rather unusual, but I do not think 
one can refuse to call it a nevoid lesion. The 
patient did not present any other stigmata of 
Pringle's disease, so I would agree that we are 
dealing with linear nevi manifesting themselves 
unusually late in life. 
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Dr. RICHARD WINKELMANN, Rochester, Minn. : 
I should like to second Dr. Pinkus’ motion before 
the House that we consider this a connective-tissue 
nevus because it seems to me that this is a dermal 
lesion. The histology is rather confusing because 
it 1s almost impossible to see abnormality of the 
dermis. We have studied five cases of tuberous 
sclerosis, and in these lesions were present from 
early life. In three other chses that have not had 
any associated developmental anomaly, we found 
these lesions over the central part of the trunk, 
the abdomen, and thigh. Occasionally the elastic 
tissue stain will show some destruction of the 
normal elastic patterns, but usually if we mix 
the slide with the ordinary run of so-called colla- 
genoses it is almost impossible to separate them 
on blind studies. 

Dr. Leonard F. Weper: I would like to ask 
Dr. Winkelmann what treatment he recommends. 

Dr. RICHARD WINKELMANN: The treatment has 
been unsatisfactory. I do not believe we have ever 
been able to prevent recurrence of one of these 
new growths even when the tissue was taken down 
to the fascia. I do not believe this has any expla- 
nation. I think all of us in the first flush. of 
plastic planing tried one or two of these lesions 
with similarly unfortunate results. 

Dr. Myron H. KurwiwN, Champaign, Ill: A 
few years ago at a meeting of the Indiana Derma- 
tological Society in Indianapolis, the subject of 
treatment of nevus linearis was discussed, and it 
was the consensus of almost all the men present 
that surgical excision had been unsatisfactory and 
that almost invariably recurrence had occurred 
immediately adjacent to the incision. 

Dr. HaArotp O. Perry, Rochester, Minn.: A 
number of years ago Dr. Pack, as an aside during 


a discussion on the problem of malignant mela- 
noma, emphasized that there was an increased 
incidence of malignancy in patients who had 
linear nevi. In our discussion today no mention is 
made as to the site of the occurrence of malig- 
nancy—whether this was of the skin or of other 
organs, Dr. Pack indicated the increased incidence 
of malignancy occurred in tissues other than the 
skin. On the basis of Dr. Pack's report we re- 
viewed a number of our patients with linear nevi 
and we were unable to determine any increased 
incidence of malignancy in these patients occurring 
later in life. 

Dr. THEODORE CORNBLEET: This patient has more 
than one skin anomaly. Besides the linear nevus 
on the back, there is present cutis verticis gyrata. 
In contrast to the other patient I presented, this 
one’s furrows run transversely. I do not know nor 
have I seen any explanation for the differing 
directions of the furrows—longitudinal and trans- 
verse—in this curious entity. I am surprised no- 
body suggested dermabrasion as a remedy for the 
linear nevus. One would not expect that modality 
to reach down to the depths of this lesion, though 
someone overly ambitious or perhaps rash might 
trv. The third anomaly, the pigmentation of the 
groin, is distinctly sunken below the adjoining 
skin level. It looks like just some kind of pig- 
mented atrophy. 


Nodular Urtiearia Pigmentosa. Presented by Dr. SIDNEY 
BARSKY. 

Xanthogranuloma Associated with Neuroblastoma. Pre- 
sented by Dr. SAMUEL M. BLUEFARB, Dg. SiLAS WALLK, 
and (by invitation) Dr. RICHARD BERNSTEIN. 

Papillary Hidradenoma. Presented by Dr. SAMUEL BLUE- 
FARB, Dr. Sıras WaLLK, and (by invitation) Dr. 
CHESTER L. KROLL. 

Annular Syphilid. Presented by Dr. SipnNey Barsky and 
(by invitation) Dr. RICHARD BERNSTEIN. 





Anatomy deals with plain and often dull facts, but whenever possible the writers of this 
book have enlightened the text with simile and metaphor. Take this description of the skin, 


for example: 


“There is no magician’s mantle to compare with the skin in its diverse roles of waterproof, 
overcoat, sunshade, suit of armour, and refrigerator, sensitive to the touch of a feather, to 
temperature, and pain, withstanding the wear and tear of threescore years and ten, and executing 


its own running repairs." 


I rather envy the student who has this anatomical guide to help him. 
From a review by Zachary Cope of “Anatomy of the Human Body” by Lockhart, 
Hamilton, and Fyfe in the British Medical Journal, April 23, 1960, p. 1258. 


227/659 


ANNOUNCEMENTS 


Federal Regulation of Animal Studies Proposed by Eleven United States Senators.— 
A bill to regulate use of experimental animals by institutions receiving federal grants or work- 
ing on federal contracts was introduced May 18 by Senator John Sherman Cooper of Kentucky. 
The bill, S3570, is co-sponsored by Senators E. L. Bartlett and Ernest Gruening of Alaska, 
Robert C. Byrd and Jennings Randolph of West Virginia, Estes Kefauver of Tennessee, Mike 
Mansfield of Montana, Pat McNamara of Michigan, Wayne Morse of Oregon, William 
Proxmire of Wisconsin, and Joseph Clark of Pennsylvania. 


The Cooper bill would license every individual scientist who might work with animals 
under any federal grant or contract. 


Laboratories in which animal research was to be conducted would be inspected and issued 
“Certificates of Compliance.” 


Research plans would have to be submitted to the Secretary of Health, Education, and 
Welfare for approval, and presumably no variations would be permitted. 


Detailed annual reports would have to be made on each licensee covering all experiments 
performed during the year. 


The National Institutes of Health would be assigned police duties. 


The Cooper bill is identical in its major provisions with the German law adopted when 
the Nazis first came to power in 1933. The Nazi law was sponsored by Hermann Goering, who 
was then Honorary President of the German National Antivivisection Society. The Goering 
law did not prohibit animal experiments but so encumbered animal experimentation that it was 
cited at the Nuremberg trials as one reason why some Nazi experimenters turned to the use 
of prisoners in concentration camps. 


“Good care of laboratory animals is more than a matter of humanity,” explains Dr. Lester 
R. Dragstedt, President of the National Society for Medical Research. “It is a matter of 
scientific accuracy and efficiency. No pet owner spends as much for special diets, medicines, 
equipment and professional care as is spent on test animals. This is because a stray germ or an 


unanticipated physical condition in a test animal can waste all of the work put into a piece 
of research.” 


The above information was provided by The National Society for Medical Research which 
is comprised of more than 500 national scientific and health organizations. Its members include 
every medical college in the United States and most of the colleges of dentistry, pharmacy, and 
veterinary medicine. The Society also represents the larger clinics, hospitals, and institutes that 
are engaged in research in addition to their patient care activities. 


Postgraduate Course in Pediatric Dermatology.— The Skin and Cancer Hospital 
of Philadelphia announces the Third Annual Postgraduate course in Pediatric Dermatology, 
designed for Pediatricians, Dermatologists, and Generalists, Monday, Nov. 14, 1960, to Friday, 
Nov. 18, 1960, at The Skin and Cancer Hospital of Philadelphia. 


For information write to Carroll F. Burgoon, Jr., M.D., Professor Dermatology, The Skin 
and Cancer Hospital of Philadelphia, Unit of the Department of Dermatology, Temple Uni- 
versity Medical Center, 804 Pine St., Philadelphia 7. Registration Fee $100.00. 
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Books 


Pediatric Dermatology. By Henry H. Perlman, M.D., Phar.D. Price, $18.00. Pp. 477, 
with 327 illustrations. The Year Book Publishers, Inc., 200 E. Illinois St., Chicago 11, 
1960. 


According to the atithor, it cannot be said, that, so far as his integument is concerned, the 
child is just a little man. Hence there is need for a book on skin diseases designed primarily 
for pediatricians and generalists who treat children. The book is heavily weighted toward 
clinical dermatology with only some six pages devoted to applied physiology and pathology. 
There is much on treatment; that part dealing with principles of treatment is good, but the 
therapy that is recommended for the various diseases is often a bit too aggressive. The 
classification is a workable one; the more than three hundred illustrations are uniformly ex- 
cellent, and the format is attractive. The writing often has the pleasing conversational style 
that characterizes a personal book reflecting personal experiences. One gains the impression 
that it has been years in the writing, so there is some unevenness in the presentation of material. 
Griseofulvin, for instance, is well covered, but, in the section on tinea pedis, were a pediatrician 
to read tinea capitis only, he might well miss it. Withal the book contains a vast amount of 
practical information that is effectively presented. It merits recommendation. 


The Separation and Isolation of Proteins. Vol. I of A Laboratory Manual of Analytical 
Methods of Protein Chemistry (Including Polypeptides). Edited by P. Alexander 
and R. J. Block. Price, $8.50. Pp. 244. Pergamon Press, 122 E. 55th St, New 
York 22, 1960. 


This, the first of three volumes collecting analytic methods of protein chemistry, concerns 
itself with separation and isolation procedures. It is divided into seven chapters as follows: 
Separation of Proteins, by S. Keller and R. J. Block; Isolation of Biologically Active Proteins, 
by K. Okunuki; Fractionation of Proteins by Adsorption and Ion Exchange, by S. Keller, 
R. J. Block, E. A. Peterson, and H. A. Sober; Fractionation and Characterization by Dialysis, 
by L. C. Craig; Partition by L. C. Craig; Multi-Membrane Electrodecantation by A. Polson 
and J. F. Largier, and Zonal Density Gradient Electrophoresis, by H. Svensson. The editors 
attempted to have techniques described in full, so that resort to the original literature would 
be unnecessary, but the goal may not have been completely attained. References listed are ex- 
tensive. Much in the book by the same authors has appeared in other more ponderous and more 
expensive volumes, but this does not detract from its value as a secondary reference in a relatively 
inexpensive and digestible compact size. The chapter by Okunuki appears to be a very good and 
detailed review of his own work, and the last two chapters are new in book form. Notably lack- 
ing are methods for extracting mucoproteins and glycoproteins of connective tissue, and 
"purifying" collagen and elastin. 


Dermatologic Medications. By Marguerite Rush Lerner, M.D., and Aaron Bunsen Lerner, 
M.D., Ph.D. Price, $6.00. Pp. 208. Year Book Publishers, Inc., 200 E. Illinois St., 
Chicago 11, 1960. " 

In the six years since the Lerners' first edition was written, "the steroids have come into 
their own, antibiotics have multiplied, more effective treatment of fungus diseases and lupus 
erythematosus has been developed and the tranquilizer has been born.” Commercial preparations 
continue to increase almost daily. This book tells “what they are, how they work, when they 
work" and the risks attendant upon their use, and it offers what is in effect a small pharmacology 
text of dermatologic agents written clearly and with an eye to practicality. It is not just a list 
of drugs; rather, representative examples of each drug group are discussed with respect to 
indications for use, dose, action mechanisms, and formulas. It provides the sort of information 
that every physician should know. In addition, one finds .here and there small bits of speculation 
and comments to stir the imagination, as, for instance, that in psoriasis substances which com- 
bine with or inactivate sulfhydryl groups tend to bring about a remission; that lupus erythema- 
tosus which is worsened by light is benefited by chloroquine, whereas the reverse is true for 
psoriasis. 
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This volume has a hard cover binding, and there is a full index. The various drugs are con- 

sidered under alphabetically arranged captions, as acne preparations, anesthetics, antihistamines, - 

. etc, down to wart removers, for a total of twenty-eight sections, all of them of practical value. — 

In short, it is a valuable inventory of representative preparations used commonly in dermatology 
today. It is a useful book that the owner will put to use, and it is recommended highly. 


The Photography of Patients. Second Edition. By H. Lou Gibson, Editor and Con- 
sultant in Medical Photography, Medical Division Eastman Kodak Company, Roch- 
ester, N.Y. Price, $10.50. Pp. 200. Charles C Thomas, Publisher, 301-327 E. Lawrence 
Ave. Springfield, Ill., 1960. T 


This is the second edition of an excellent compact book on medical photography. The 
illustrations, in color and black and white, are clear from both the photographic and medical 
viewpoints. The first six chapters are devoted to the principles in picture taking—fundamentals, 
equipment and space, simplified techniques, lens properties, positioning and handling, and lighting. 
Chapters 7 through 9 discuss the principles of photographic printing—films and filters and 
color processes, printing methods, paper selection, quality control, and print quality. Chapter 
10 is devoted to the infrared techniques. Photomicrography is not discussed in this book. 

Chapter 2 on equipment and space contains valuable information on the requirements fore 
the use of photoflood lighting and press type cameras. Diagrams for the proper wiring of the 
dimmer circuits are presented for those addicted to do-it-yourself projects. The chapter on 
simplified techniques describes the focal frame and portrait lens equipment with photoflash 
bulbs and electronic flash units. Here again tables with information for the construction of 
focal frames are presented for the benefit of the do-it-yourself fans. The chapters on position- 
ing and handling and lighting of patients give much practical information for the careful 
photographer. The three chapters on printing methods and paper describe the technical factors | 
which must be kept in mind to produce the ideal print. While skill in developing and printing — — 
does not compensate for poor photography, it is essential to the production of a good print 3 E 







While this volume is an excellent treatise on the photography of patients, it will appeal 
only to a small group of physicians. The majority of physician-photographers who photograph 
patients with simple focal frame equipment will probably not be interested in the technical dis- 
cussions on lenses, printing, lighting, and infrared techniques. For the expert photographer who 
possesses press cameras and a photographic studio, develops and prints for himself, and knows 
. the line resolution and color correction of each of his lenses, this book contains too much which 
-~ iş elementary for him and too little to serve as an encyclopedic reference on technical questions. 
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Immunologic Reactions i in Psoriasis \ 


MUHAMMAD ASWAG, M.D.; EUGENE M. FARBER, 
SIDNEY RAFFEL, M.D., Palo Alto, Calif. 


| As in certain other diseases of unknown 
etiology, the possibility suggests itself that 
immunologic mechanisms may be involved 
in the pathogenesis of psoriasis. If this 
disease were to depend upon an autoimmune 
or allergic process, it is reasonable to expect 


that antihuman skin antibodies might be 


present in the sera of patients with psoria- 
— sis. To test for the presence of such anti- 
bodies, a specific immunologic procedure, 
the passive cutaneous anaphylactic (PCA) 
reaction, was used. This procedure has been 
shown to be a highly sensitive method for 
‘detecting known antigen-antibody interac- 
_ tions.*? 


Materials and Methods 


Specimens.—Sera were obtained from psoriatic 
patients and controls under sterile conditions. 
Punch biopsy specimens were taken under local 
anesthesia from active psoriatic plaques and from 
apparently uninvolved skin adjacent to them. Skin 
specimens and sera from subjects free of psoriasis 
were obtained from routine surgical cases and 
from patients with atopic dermatitis. All speci- 
_ mens were quick-frozen and stored at —20 en 
Frozen skin specimens were homogenized in an 
all-glass tissue grinder for 5 minutes to obtain 
d a fine suspension. The grinding procedure was 


s 


A 
. carried out in an ice bath. The tissue suspension 


was diluted 1:200 with normal saline prior to use. 
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-~ This study was made possible by a grant from 
the John A. Hartford Foundation. 

Department of Dermatology, Stanford University 
School of Medicine (Drs. Aswaq, Farber, and 
Moreci), Department of Medical Microbiology, 
Stanford University School of Medicine (Dr. 
Raffel). 


M.D.; ANTHONY P. MORECI, Ph.D., and ve 


ml. portions were PESA intradermally at di P 
ferent sites on the shaved dorsal skin of albino — 
guinea pigs weighing 200 to 250 gm. On each a i3 d P» 
mal 2 to 6 injections were made. Of the diluted: — 
homogenate suspensions 2 ml. was mixed with. - : 
0.5 ml. of a freshly prepared 1% solution of. v. 
Evans blue dye (in isotonic saline) and injected E 
intravenously 6-18 hours later. In each experiment. ! 


site of injection. The greatest dione? of e 


involved area was measured with a transpar 'en x. 
millimeter scale. y CHE jr 
We 

,* f x. Lo 4 
Results NE S 
». “a oe 


Typical skin reactions began to appear . 
four to five hours after the intravenous in- — 
jection of the psoriatic plaque. These re- . 
actions, which persisted for 48 hours, were 
characterized by erythema, edema, and indu- * 
ration with some localization of dye. In | 
those sites where control serum was injected ^ 
no reaction could be detected. These results — 
are clearly shown in the gross skin speci- t 
mens presented in Figure 1. The dme 
cal picture of the lesion appears in Fi igure 25 
A summary of the results obtained in 328 
patients with psoriasis, 10 patients with S 
atopic dermatitis, and 9 controls, is shown 
in Table 1. The data in this table indicate iy 
that 81% 26 of 32 patients) of the ps- 
riatic sera produced positive reactions xat 
the sites of serum injection in animals. 
which received psoriatic plaque homoge- 
nates intravenously. No effect was seen at 
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Fig. 1—A, reaction at site of psoriatic serum 
injection in skin. The photograph was made 24 
hours after intravenous injection of psoriatic 
plaque. B, absence of reaction at site of psoriatic 
serum injection in skin. The photograph was made 
24 hours after intravenous injection of control skin. 


Fig. 2.—Section of skin 
from figure 1,4. There 
is perivascular infiltration 
of polymorphonuclear leu- 
kocytes, endothelial swell- 
ing, and moderate edema 
of the corium. Hema- 
toxylin and eosin stain; 
X 185. 
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any site in the same animals where atopic 
or control sera had been injected. Psoriatic 
sera were also tested against homologous 
apparently uninvolved psoriatic skin homog- 
enates in 10 of the 32 psoriatic patients. 
Of the 10 tested 4 gave positive 1+ reac- 
tions. In all of the positive cases, however, 
homologous plaque gave more intense reac- 
tions than the homologous apparently unin- 
volved skin. 

Sera from 10 patients with psoriasis 
were tested against homologous psoriatic 
plaque, heterologous psoriatic plaque, and 
control skin homogenates. The data from 
these experiments (Table 2) show that the 





^ 


TABLE 1.—Intensity of Reactions Obtained in Guinea Pigs Injected Intradermally with 
Psoriatic and Control Sera, and Intravenously with Psoriatic Plaque Homogenates 











Intensity of Reaction Number of Patients 
Diam. of Atopic 
Designation Lesion, Mm. Psoriasis Dermatitis Controls 

++++ 25-30 0 0 
+++ 2825 0 0 
++ 15-20 0 0 
T 10-15 0 0 
0 10 10 9 
Totals 10 9 
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: .2.—Comparison of Oto: of Psoriatic 
zi = Serum with Homologous Psoriatic Plaque, 
e. Heterologous Psoriatic Plaque 

s aie * and Control Skin 












Psoriatic 

Patient Homologous Heterologous 

Supplying Psorifitic Psoriatic Control 

Serum Plaque Plaque Skin 

Intemsity of Reaction 

1 + (3) * + (3) 0 (3) 
2 Ter ++(3) 0 (3) 
3 (2) 0 (2) 0 (2) 
4 ds (2) + (2) 0 (2) 
5 + (2) + (2) 0 (2) 
6 dT. @) + (2) 0 (2) 
7 ++. (2) + (2) 0 (2) 
8 ++ 0 + (2) 0 (2) 
9 +++ (2) + (2) 0 (2) 
10 0 (2) 0 (2) 0 (2) 





. reactions obtained with homologous pso- 
- — riatic plaque were generally more intense 
. than those obtained with heterologous pso- 
= riatic plaques. No reactivity could be de- 
= tected with control skin homogenates. 
— Itis interesting that in the case of 2 of 
. the 6 psoriatic patients (Table 1) whose 
= sera failed to show positive tests with 
- . homologous or heterologous plaque homog- 
 enate, the plaque substances from these pa- 
tients also failed to react with other psoriatic 
sera. 










Comment 


There appear to be no reports of ex- 
`. perimental studies pertaining to the occur- 
rence of objective immunologic reactions in 
psoriasis, although various investigators ®5-7 
x have speculated that this disease might be 
associated with such reactivity. 
TM he present experiments demonstrate 
t the sera of most psoriatic patients con- 
tain a substance which, when injected into 
the skin of guinea pigs, reacts with subse- 
— quently intravenously administered psoriatic 
plaque homogenate. The reaction appears 
to be specific on the basis of these facts: 
— (a) Psoriatic sera alone failed to produce 
|. reactions; (b) psoriatic sera did not pro- 
B Bo reactions in animals given normal 
bor omogenates intravenously; (c) nor- 
ES E failed to cause reactions when, 
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psoriatic plaque SHE. was ; given i 
travenously. However, because of repoi 
in the literature * that acute phase sera m E 
be primarily toxic when injected into guinea 
pig skin, the sera of two patients wi h 
coronary occlusion and one with acute rheu- 
matoid arthritis, all positive for C-reactive 
protein, were injected intradermally, anc 
Evans blue dye was administered intrave 
nously at the appropriate interval. Reac 
tions failed to occur in all cases. A 
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The nature of the reactions occurring i 
these guinea pigs differs from that RUM 
the typical passive cutaneous anaphylac 
response. In a typical PCA response - ie 
reaction appears within minutes after i int 
venous injection of the antigen; localiza 
of the dye is intense, and the erythema ou 
and edematous components are evanesce 
In the reactions reported here, edema La : 
induration appeared in 4 to 5 hours; e e 
thema was minimal, localization of deal 
slow and moderate, and the reaction M 
sisted for approximately 48 hours. No dem 
terpretation can be made at this time of 
possible reasons for these differences; 
and other aspects of the reaction are- r 
rently under study. E 

































The interest of these observations at he | 
present must be confined to the fact tha 
specific, apparently immunologic reaction 
can be evoked in guinea pigs with serum 
and tissue provided by psoriatic patients a 
This conclusion obviously points to the s spec : 
ulation that psoriasis may depend upon ^ 
autoimmune mechanism; however, obj 


evidence for this possibility is not yet avai 
able. 


Summary 


A. specific intradermal reaction in guine: 
pigs is described by using the serum of 
psoriatic patients locally and plaque homog- 
enate intravenously. E 

The natur@ of this reaction differs frc 
that of the conventional passive cutanec ou 
anaphylactic reaction. 


Possible implications of these findin; 
are discussed. 
io 
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The Natural History of the Strawberry Nevus 


R. E. BOWERS, B.Sc., M.D., M.R.C.P. 


The term strawberry nevus is used here 
to describe a common cutaneous angioma 
of infancy. Such lesions are composed of 
dilated capillaries and larger blood vessels, 
sometimes with large blood-filled spaces 
which have justified the term cavernous 
hemangioma. They are distinguished clin- 
ically from port-wine stains by their bulk 
and compressibility; the latter are flat in 
infancy and childhood, though they may 
thicken in later years. 


Clinical differentiation. from the cirsoid 
angioma and other rare angiomatous le- 
sions 1s usually straightforward. The straw- 
berry nevus may be present at birth, or may 
appear at any time in the next few months. 
In either event, it may grow rapidly for a 
time, in both area and bulk; and, because 
it is sometimes quite flat at its onset, it may 
at first be mistaken for a port-wine stain 
or even a large spider telangiectasis. 


In 1938, W. A. Lister's! classical paper 
showed statistically that a substantial pro- 
portion of strawberry nevi resolve spon- 
taneously in early childhood. As a result 
of his observations, and after reviewing 

the widely differing opinions current at the 
time, Lister concluded that treatment should 
be conservative, but the matter continued to 
be debated in many circles. At the 10th 
International Dermatological Congress in 
1952, it was plain that dermatological opin- 
ion differed widely.?? It was not even clear 
that Lister's figures were accepted, let alone 
that treatment was contraindicated. 


Papers advocating early interference still 
appear with some frequency, but controlled 
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evaluation of the results of treatment has | 
usually been wanting.*° 


The exponents of active treatment usu- 4 
ally raise the following points: (a) they d 
believe that spontaneous resolution is rare; = 
(b) they think that a significant number of — 
untreated lesions will spread rapidly and do e 
damage; (c) they assume that treatment .. 
would prevent this happening and minimize — 
ulceration; (d) they assume that the advo- — x 
cates of conservative therapy, none of who: m E 
could produce a 100% long-term follow-u Dy 
are losing sight of the children who progre LC 
unfavorably. eo | 

The conservative physicians, by contra st, 
were more objective in their statement: 
but they did suffer from the severe har diz 
cap of not knowing exactly what happene 
to all their patients. - 9 ; 

Lister’s paper showed clearly that an- - E 
giomata which did damage were very rare. 
and he quoted extensively from the itera. d 3 
ture to show that, where such damage had - 
been recorded, a true strawberry nevus was 
probably not responsible for it. E 

Of his 92 nevi (in 77 patients) 49 disap- — 
peared completely or almost completely, bad 
there remained 38 which had only partly 3 
disappeared at the time he reported, and - 
which were still under observation; a fur- (9 
ther 5 had been lost from observation. c 

His implied assumption that the partially — 
resolved nevi would eventually recover like - 
the others was perhaps a little bold and ma 
have weakened the impact of his paper on - ^ 
those who advocate active treatment. 

In 1953, Walter? compared the effects 
of small doses of x-ray with those of con- E | 
servative treatment and found no significant — 


difference between the two. His results with — - 
E. 
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higher doses will be referred to later in this 
paper. But to some extent, he, too, assumed 
that initial improvement always led to a 
satisfactory result; and his use of the word 
"satisfactory" to describe progress does not 
enable one to get a clear idea of the actual 
appearance of the nevi concerned. His fig- 
ure of 96% "satisfactory" results in un- 
treated patients at the end of 5 years is 


3 


probably comparable to Lister's 5396 excel- 
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lent results, with the remainder improving 
well, also at the end of 5 years. 

oth 
trouble from a conservative policy, nor did 


authors encountered no serious 
Wallace, who in 1953 reported a series 
of 411 untreated strawberry nevi, observed 
for 7 years. 

The present study was started at the end 
of 1950 and was planned as a supplement 
to Wallace's work. The main objects were 


Fig. l.—Spontaneous cure of strawberry nevus. A, 3 months. There was slight superficial 


ulceration, now healed with a little crusting. B, 7 months. 
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C, 2 years. D, 5 years. E, 7 years. 
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to obtain a moderate-sized series of con- 
secutive untreated cases, to study the natural 
history in rather more detail than hitherto, 
and, especially, to procure as nearly as pos- 
sible a 100% follow-up for a minimum of 
5 years. Conservative therapy has been the 
rule in this departmeyt since 1946, when 
it was initiated by Dr. D. Erskine. 


Material and Methods 


Selection of Cases.—All patients with strawberry 
nevi attending the skin clinics in the North Glou- 
cestershire area were taken into the trial, with 
one exception, who will be considered later in this 
paper. 

Diagnosis.— This was made on the criteria al- 
ready mentioned. A subcutaneous element, if 
present, was noted, but such lesions were included 
with the others. 

Records. — The children's hospital notes were 
filled in at each attendance and then copied into 
a central register. A secretary sent appointments 
when they were due and reported if a patient 
defaulted. 

Defaulters—The child was sought through its 
own doctor, the Executive Council of the Na- 
tional Health Service, and finally by home visiting. 
In the course of the latter, one has spent many 
hours with the help of neighbors, post offices, 
and even the police. Persistent defaulters were 
sought in the records of other hospitals in the 
area, lest their nevi might have been treated in 
other departments. Postal evidence was used only 
when the child had moved far away; some other 
dermatologists have kindly watched such children 
for us. 

As a result of these inquiries, contact was lost 
with only 10 children; they will be mentioned in 
more detail later. 

In addition, 2 children were removed from the 
trial by their mothers, both at the age of 2. One 
of these was then treated by diathermy; her small 
nevus now has the only scar in its size group and 
the only keloid in the whole series. It was learned 
that the other had received injections of boiling 
water, which had no apparent effect at the time, 
though the nevus was slow in resolving, and at 
514 years surgery was being contemplated. Neither 
child had given us any concern before she was 
taken away. 

Progress of Resolution—This was recorded in 
the same terms, using the same criteria as in a 
previous paper) Only three observers made al- 
most all the records, so a fair degree of standardi- 
zation was possible. 

"Improved" means a definite betterment, well 
worthwhile cosmetically, assessed on area, pro- 
tuberance, and color; the lesion is still palpable 
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or visible at 2 yards. "Resolved" or "cured": 
means gone without trace, or so inconspicuous - 
that a thin dusting with powder would make it 
invisible. Anything short of "cured" is referred 
to as "imperfect." E. 
The normal process of spontaneous cure is il- 
lustrated in Figure la-e. | 

Every care was taken to interpret strictly the 
criteria for healing and to make the records o b- 
jective. The only exception made was for aled 
ulcerated nevi whose angiomatous element _hea 
completely. There was a little residual- scart 
but the result was so good that it would kaye been 
misleading to classify these cases except as cure 
The term satisfactory, introducing as it does 
large number of variables, was avoided wherever 


possible. 




































Results 3 
No attempt was made to assemble the 
figures until all the children had been ob- 
served for 5 years or more. None ofa us, 
therefore, was influenced by the early re- 
sults of the investigations. E. 
In about 3 years, 152 children with 181 8 
lesions were admitted to the trial. Omitti ing 
the 10 persistent defaulters, all of 
had moved away without trace, and the tw 
who absconded to surgeons, 140 children 
with 169 nevi were watched until cured, 
until the date of writing this paper, a mini- 
mum of 5 years. 33 | 
Figure 2 shows the progress of all the” 
lesions by years of age; these are cumula- 
tive totals: 55 had resolved by the end- of. 
the 4th year, leaving 114 nevi at the be- | 
ginning of the 5th year. Of these, 27, or. K 
24% of the remainder, passed into the 
cured group during the year. a 
This proportion of cures became even. 
greater in the 6th and 7th years, rea ing 
nearly a third of the remainder, and on 
seemed to fall away between the 8th an 
10th years, where the numbers were toda 
small to be reliable; only 21 nevi were ob- Ax 
served in their 8th year when 5 passed into 
the cured group. m 
This supports the impression of E 
observers, ifi particular that of Dr. R. 
Warin,® that there is no definite upper age 
limit for the resolution process. We have 
observed it at least twice in teen-aged 
dren. i 
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E There is almost exact agreement with 
-— Lister's figure of 53% of excellent results 
at the age of 5 (our figure is 49%). 

EC At 7 years, our figure of 72% cured is 

— not so high as Wallace's? of 9096; this 
- probably reflects differences in our criteria. 

_ Factors Influencing Speed of Resolution. 

The 83 nevi (49%) which resolved dur- 
ing or before the 5th year, have been called 

E in "early" group. The 44 nevi (26%) 

E which resolved during the 6th year or later, 

. have been called the "late" group. The 42 

nevi (25%) resolved only imperfectly or 

- remained unchanged during the period of 

© observation, which for these 42, averaged 

~ 68 years, a little longer than the average 

EE period of observation of the "late" cured 

| group, 6.6 years. These 42 are referred to 

| E as the "imperfect" group. z 
E In so far as our figures show that cure 

= may be completed after longer periods of 

E Observation than 6.8 years, it is reasonable 

_ to suppose that some of this imperfect 
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group, many of which are substantially im- 
proved, will eventually pass into the "cured" 
group. To this extent, our results may be a 
little pessimistic and are certainly not over- 
optimistic. 

These three groups, "early," late," and 
"imperfect," have been examined further 
to see what factors, if any, influence the 
speed or completeness of resolution. 

1. Size: This was recorded in 152 out of 
169 nevi. It was expressed in arbitrary 
units, obtained by multiplying the longest 
diameter in centimeters recorded in the first 
year of life, by the diameter at right angles 
to it. Size 1, therefore, represents a circle 


. of about 1 cm. in diameter. Size 9 is a circle 


of 3 cm. in diameter, the size of a penny; 
these two figures were taken to represent the 
upper limits of small and intermediate sizes 
respectively. The largest lesion was about 
6 X 6 cm. 

Figure 3 shows that there were 31 large, 
/l intermediate, and 50 small nevi. 
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r Small = up to approx. 1 cm. diameter. p- t 
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completeness of resolution is shown in male ratio of approximately 2:1, which wa $33 
Figure 4 and Table 1. This was an unex- what we also found. The sex ratio was abo d 
pected finding, one's impression having been the same for each site, except of course the 
that small nevi had the better prognosis. vulva, and one still does not know whether — 2m 
The relationship of size to ulceration will be the difference is a real one, or whei eel 
mentioned later. parents care twice as much about blemishes — 
$ 2. Sex: Table 2 shows that sex had no on their female children. They have often ax 
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. Group All Nevi (169), % 


red early (0-5 years) 49 45 
Resol red late (5+ years) 26 23 
ved imperfectly 25 32 


-TESE 
z 


[! emale, having heard that one sex of nevus 
| Was more likely to resolve than the other, 
it there was no general agreement as to 
hich sex was the more favorable. 
-In this study, one could find nothing to 
a idicate that the sex of the child was as- 
siS ciated with any characteristic of the nevus. 
3 E 3. Site: Figure 5 shows the number of 
nevi according to site, and the completeness 
or otherwise of resolution. 

. Allowing for the small numbers in some 
of the groups, one must say that site makes 
no difference to the completeness of resolu- 
tion, although the impression remains and 
s supported by subsequent experience that 
E lesions of the mucous membrane of the lip 
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; 7 $ _ Taste 2.—Sex Does Not Influence the Result 


E 51 Males 102 Females 
Resolution with 60 Nevi with 109 Nevi 
P. r y 45% 51% 
Le 35% - 24% 
- Imperfect 20% 25 % 


ES'- 


E. 


ES = 
e LOWER LIMB 
E , Fig. 5.—Relation of site c = 


E to cosmetic result. 


Large (31), % 





Intermediate Size Not Re- 


(71), % Small (50) corded (17), No. 
47 50 9 
31 20 5 
22 30 ° 3 


resolve less satisfactorily than those else- 
where. Walter also remarked on this. 

4. Multiple Nevi: Lister! observed 92 
nevi in 77 children, about 6 nevi to every 5 
children. Our proportion was the same: 
169 nevi in 140 children. 

Nineteen children in this series had mul- 
tiple nevi: 14 had only 2; 2 had 3, one had 
4, one 5, and one 6 nevi. 

The ratio of cures to imperfect results 
was virtually the same as that seen in the 
rest of the series, namely, 63% early, 17% 
late, and 20% imperfect. 

In any one child, the nevi did not neces- 
sarily resolve at the same speed, or even at 
all. For example, the child with 6 nevi had 
3 in the early group, 2 in the late group, 
and 1 in the imperfect, while 9 other chil- 
dren had results in 2 categories, 6 of these 
being represented in both imperfect and 
cured groups. Therefore, multiplicity of 
nevi is of no prognostic significance. 

5. Subcutaneous Nevi: It is difficult to 
draw a sharp distinction between those 


Very good resolution E 


Residual angioma with or without 
telangiectasia 


Residual telangiectasia only E-] 
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bulging above the skin and those ng 
- as. 





into it. Therefore, nevi were de 
having a subcutaneous element jonly When 
it was seen or felt around the margin of the 
cutaneous portion—the appearance so aptly 
described by Lister as "poached egg." 
Using this criterion, a subcutaneous ele- 
ment was noted in 26 cases, all except one 


in the medium- or large-sized groups, and 


was not found to affect the outcome, so far 
as it 1s possible to deduce anything from 
such small numbers, viz, 16 (6296) were 
early (1 ulcerated); 3 (11%) were late (1 
ulcerated); 7 (27%) were imperfect (2 
ulcerated). Four of the 26 were almost 
entirely subcutaneous; they all got better in 
the early group; they did not ulcerate. 


6. Increase in Size After Birth: Lister 
suggested, and some stress has been laid 


on this by later writers, that nèvi which 


expanded in the first few weeks or months 
of life would resolve, while those which 
were present at birth and did not grow 
thereafter, would persist. 


In the present series, 91 nevi were noted 
to have appeared after birth or to have been 
present at birth, and subsequently to have 
extended, sometimes dramatically. On these 
two points, much parental vagueness was 
encountered. Of these 91, 42 (46%) re- 
solved early, 29 (32%) late, and 20 (22%) 
imperfectly, i.e., no better or worse than 
the series as a whole. Of the 20 in the im- 
perfect group eight were hardly improved 
at all. For example, the length of one nevus 
increased from 1.5 to 2 cm. in the third 
month of life. It then became stationary 
and though its color faded, its area and 
protuberance have not altered; the child is 
now aged 615 years. 

Of only 9 nevi was it possible to say that 
they had definitely not increased in size 
after birth. Of these, 4 recovered completely, 
3 were improved, and 2 unchanged. 

One of the 9 was measured at birth by 
the doctor and found to be exactly the same 
size at the hospital 1 year later; neverthe- 
less, it recovered entirely. Lack of extension 
in early life is therefore not an infallible 
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Number of nevi 


a Ra mA 


Fig. 6—Age at which expanding nevi ce 
to grow. 


prognostic guide. Conversely, early ext en- 
sion does not necessarily lead to pe > 
at any rate, within the first six or seven 
years of life. : 
The date when a nevus ceased to E i 
out of proportion to the growth of 
child (Fig. 6) was difficult to decide ac- 
curately, partly because the extrusion, which ch 
ofte accompanies resolution, may be co - 
fused with extension. Certainly no growth 
was noted after the 12th month in the 53 
expanding nevi where close observation was 3 
possible. Their rate and completeness. of 
resolution did not differ from that of the 
whole series, i.e., 42% early, 35% late, and 
25% imperfect. eZ 
It was interesting to see that a ney a 
frequently remained almost the same siz = 
in spite of the child’s growth. For example, 
one nevus measured 2X 1.7 cm. at 3 months, - 
and only 2.3X1.7 cm. at 614 years. This S 
appeared to apply equally to those whic 1 
were resolving—until they had disappeared. D 
—as to those where resolution was im- 
perfect or absent. E. 
In a number of children, nevi were first a 
noticed by the parents some time after birth E 
but were not thought to have increased i 
size after that; those lesions have bed 
omitted from Figure 6; if included, they 
would have increased the numbers ceasing 
to grow in the early months. 
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; SF ig. 7.— Progress of 127 


Number of ngevi 


- nevi which resolved ex- 60 
~ cellently. a 
1 T 
E- T 
20 
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Fifty-three nevi were not noticed until 

_ some time after birth. The onset of only 7 

was delayed after 2 months, the 2 latest ap- 

: at 4 months. There was no obvious 

E I! association between the date of onset and 

E speed or completeness of resolution. 

d t Some of these were believed to have grown 

after eruption, some not. They recovered 

- as follows, in much the same way as all 

tk others, viz., 45% early, 32% late, and 
23% imperfect. 

E 7. Age When Improvement Began: In 

= s the hope of getting some prognostic help 

- from the course of resolution, the very good 

4 and the imperfect cases were charted sep- 

T arately. 

Figure 7 shows the interesting fact that 

P no nevus which gave a good result—or 

p Possibly one doubtful one—had failed to 

3 improve by the end of the 4th year; only 5, 
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end of the 3d year. (The patients called 
doubtful were temporary defaulters, and 
their place on the chart was determined 
from a reasonably definite history given 
when they were eventually traced.) 

By contrast, many of the patients show- 
ing imperfect results (Fig. 8) improved 
much more slowly; by the beginning of 
the 3d year, a quarter were still unim- 
proved. Nevertheless, a substantial number 
did improve as early as the 2d year; pos- 
sibly, these nevi will eventually resolve alto- 
gether. 

One can therefore say with some certainty 
that a nevus remaining unimproved after 
the end of the 3d year is unlikely to re- 
cover completely by about the 7th, but that 
early improvement does not always lead to 
early cure. 

8. Ulceration: This was noted in 17 le- 


3 E doubtful, had failed to improve by the sions. It was directly related to the size of 
d a 
. i = Improved g 
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TABLE 3.—Progress of Ulcerated Naevi 





Resolution 17 Nevi 

Early 6 2 left appreciable scarring 

Late 3 

Resolved 1 Exact date of cure unknown 
Imperfect 7° 6 of these with noticeable scarring 


in addition to angiomatous or 
telangiectatic residue 





the nevus, occurring in none of the 50 small 
nevi, 7 of the 71 intermediate nevi (10%), 
and 8 of the 31 large nevi (25%). The size 
of one ulcerated nevus was not recorded. 


Ulcerated nevi did not resolve any better 
than the others; if anything, they did a little 
worse. The results are shown in Table 3. 


Ulceration occurred during the months 
when the nevi were expanding actively, 1.e., 
up to 10 months. It always healed in a week 
or two; in one patient a small piece of the 
edge of the ear was damaged, but other- 
wise ulceration caused no anxiety except 
for a short time, and then to the parents 
only. 

9. Hemorrhage: No serious hemorrhage 
was encountered in any patient in this series. 
Only once has this been seen in 15 years 
of experience of at least 750 nevi. A child 
with a large, ulcerated nevus repeatedly 
lost small quantities of blood until the 
hemoglobin had dropped to about 50% be- 
fore she was referred to the clinic. Ad- 
mission to the hospital and simple local 
applications produced healing in a short 
time. 

Telangiectatic granulomas (pyogenic gran- 
ulomas) can bleed freely, though not dan- 
gerously. They are sometimes mistaken , 
strawberry marks and may have given rise 
to some of the stories of hemorrhage from 
such nevi. 

10. Prematurity: Andrews ' suggested 
that strawberry nevi might be analogous to 
the retrolental hemangiomatosis noticed 
premature children who had received too 
much oxygen therapy, and that the nevi 
might be more frequent in premature babies. 
The present study was well advanced by 
the time his paper came to our notice, and 
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the birth weights of only 56 children in the 
series were obtained. Ss 
The numbers were small but did not | 
support Andrews’ contention: In 1955,- 
Greenhouse ! reported on 300 premature | 
children and found no increased percentage | 3 | 
of associated hemangiomata and fibroplasia, — E 
and in the same year, Holmdahl '? round 
no increased incidence of hemangioma in — 
premature children. Therefore, the matter | m 


was not pursued further. a 

Eb- 

Imperfect Results E 

It is difficult to classify the imperfect 3 
results. Of the 42 nevi giving imperfect — 

results, 28 had residual angioma with or > 

without telangiectasia, 6 had scars, too, ~ 

and 14 had residual telangiectasia only. — 

Of these 42, a number are still improving ~~ 5 

and may become completely cured. It is not ~ 
safe to assume this, but as 10 have been . 


observed for only 5 years, it is very likely. 3 3 
rw 


diss 


Fig. 9.—Strawberry mark still present at 6 years. 
Only a little shrinkage since birth. | E 
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= Twelve are of no cosmetic importance by 
- reason of their appearance—for instance, 
- small residues only detectable by careful 
Be pation, or unobtrusive  telangiectatic 
flecks. 
- Nineteen are of no cosmetic importance 
E reason of their site—for instance, small 
_ residues on the perineum or in the hairy 
Esalp. 
= One was excised from the lip at the age 
a of 6 years. The remaining 10 lesions, 2 
- telangiectatic and 8 angiomatous, are fairly 
| unsightly, but the parents are content to 
= await further improvement, or it is felt that 
^ surgery would not produce significant im- 
provement. 
P For instance, the child in Figure 9 i 
. now 6 years old. Her parents want to e 
a little longer before accepting the surgery 
Eon has been offered. Her nevus has 
SEN only a little since infancy. 
- No child's face is appreciably disfigured 
- in spite of the fact that 45 of the original 
169 lesions were on the face and neck. 
The child in Figure 10, aged 814 years, 
shows an unsightly patch of residual tel- 
 angiectasia. She is still improving, and the 
3 Bother is content to wait some years before 
considering point cauterization. 
= . One had hoped that careful consideration 
. of the results would enable one to foretell 
- which nevi were least likely to resolve. But 
there is no certain evidence on this point, 
dor there have been cures and failures in 
s me berry nevi of most sorts and in most 


























BRie. 10— Telangiectasia on side of neck, still 
ading at the age of 8% years after spontaneous 
F resolution of apean matk. 
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sites, and many of the failures are ouly rela- 
tive ones, showing great improvement over 
their original state. Possibly, photography of 
all nevi would enable one to detect subtle 
differences of prognostic significance in the 
early stages, but one dofibts whether it 
would be worth the labor involved. 


Reactivation of an Apparently Healed 
Nevus.—It is theoretically possible that 
closed vascular channels might reopen. The 
following cases may perhaps represent such 
a phenomenon, but they are the only ones 
observed. 

(a) Some faint residual telangiectases 
present when the child was 6 years old, 
after the main body of her nevus had re- 
solved, became considerably redder when 
she was 7. They have not altered at all in 
the last 8 months; she is now 8. 


(b) One child’s nevus is said to have 
“swollen-up” and gone “blue” for one day, 
a year or two after apparent cure. This was 
not observed by us and on reexamination 
some months later, the site was virtually 
undetectable. 


Patients Omitted from the Series—Ten 
patients moved from home and left no trace, 
even after extensive inquiries in the neigh- 
borhood. (One of these has been found pro- 
gressing well, since the figures have been 
collected. ) 

Two children were treated surgically on 
their own initiative; the results have already 
been detailed. None of these 12 children 
was giving us any anxiety when last seen. 
Six defaulted in the Ist year of life; two 
disappeared in the 2d year, 1 in the 3d, and 
l in the 4th; 1 child was not accepted for 
the trial. He showed at the age of 2 years 
(in January, 1952) a large lesion inside his 
cheek and lip. It was difficult to disregard 
his parents’ insistence that it was still grow- 
ing, and they were unwilling to wait even 
a little. Moreover, it was pressing on and 
deforming his palate, and buccal lesions 
had a poor reputation. He was therefore 
referred to Professor Kilner who suggested 
irradiation. For various reasons, there was 
a delay of 4 months, during which time the 


Vol. 82, Nov., 1960 


":* s 
uar Li RECTE 








» 











i. 
E 





T se ges aap ee US 


a do E Medis, JR n 
m. P EH Tn pens N 


ee A n 
^ 17. "- Tur Eau Dem SE A ` 
; e -i E ^d Meer 





nevus did not enlarge appreciably. He was 
then given a radium implant which delivered 
1,000 r at 0.5 cm. A hematoma followed. 
In spite of favorable clinical impressions, 
photographs showed only a little improve- 
ment thereafter; and at the age of 6, the 
lesion was excised with a very good result. 
The palate straightened itself. 

Today one would have watched this child, 
at any rate, until the age of 4, but in 1952, 
one lacked the assurance which has since 
been provided by Wallace’s* and Walter's ® 
paper and by one's own experience. Radia- 
tion probably had little or no effect, though 
the point 1s incapable of direct proof. 


Comment 


It is not the purpose of this paper to dis- 
cuss treatment, but it should be emphasized 
that a conservative policy implies neither 
cursory dismissal nor unwavering inactivity; 
although speaking from the figures above, 
serious trouble is not likely to arise. But 
an event not seen in about 170 nevi in 7 
years is not necessarily impossible, though 
the experience of Wallace and Walter and 
our experience during the last 15 years since 
we have adopted a conservative regimen, 
to mention only a few of the conservative 
therapists, make it very improbable. Like 
Lister, therefore, one has gone into the 
English, American, and European literature 
to discover the remotely possible dangers 
of conservative treatment. Clear reports of 
angiomatous lesions giving rise to trouble in 
infancy are extremely rare, especially when 
one considers how common are the straw- 
berry nevi. Those cases which are reported 
seem to fall into several groups: 

(a) The simple, but very large, cavernous 
hemangiomas, which through early enlarge- 
ment have caused dismay (and often un- 
necessary treatment) when watched by one 
unused to these lesions and their natural 
history. This is the commonest group. 

(b) Ulcerated lesions, which are a par- 
ticular source of distress, fortunately much 
less serious since the advént of antibiotics. 
They always merit careful observation and 


simple treatment, and then usually heal with 
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little scarring. Serious ulceration is rare, anda P 
only very occasionally, usually in the mois 
areas, may scarring be severe. 

(c) The large cirsoid angioma, which e 


pands slowly throughout life, (e.g., Case 2 of 
Konjetzny 7°), | 
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pE 
(d) Multiple arteriovenous communic a 
tions with or without the full Klippel- - 
Trenaunay-Weber syndrome, which have 
sometimes been mistaken for persisten 
strawberry nevi with minimal skin changes 
and a large, subcutaneous element; ei 
Dayha.!* E 
(e) The malignant hemangioendothelioma 
lesion is quite a different condition, wit h 
a. different histology, sometimes accompanied 
by thrombocytopenia and often fatal (Ref-- 
erences 15 and 16, and paris Philpott’s - 
case, Reference 17). 2e A 
In view of the high rate of spontaneous 
healing of strawberry nevi, it is relevan nt 
to ask whether treatment, particularly radii 
tion given in safe doses, has any benefici: 
effect. * 
Hemangiomas have sometimes shrunk 
rapidly after irradiation, but this does n 
prove a causal relationship. To emphasize 
this, (Figs. 11a and b) are pictures of ai 
child seen through the kindness of Mr. G. a 
Dorling after this series had closed. She 
was 11 days old, and major surgery pe 
contemplated the next day for her huge 
nevus of the chest wall; it measured 
8X7X2 cm. d 
After consultation, it was decided t 
postpone surgery and to observe the child. 
Regression began almost at once without 
ulceration, and 16 weeks later, the lesion. z 
had disappeared except for a pink stain, a 
result which wou'd certainly have been at- | 
tributed to treatment had any been given. - : 
At the age of 5 years she shows only a 
little atrophy of the site, a circle now 9 em. | 
in diameter. E 
Anyone who contemplates the use of zi 
rays or indeed any other treatment on ; | 
nevus must consider whether there is any 
statistical evidence that he will do good. There 
is plenty to show that harm may result, it 
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being generally accepted that surgery does 
not always give perfect results; irradiation, 
even in small doses, must be used with the 
utmost caution near the thyroid on account 
of the risk of inducing carcinoma !* near 
the infant breast which may never subse- 
quently develop,’’*° or near the genitalia, 
for fear of genetic damage. The effects 
on bone growth are reviewed by Mau?! 

In 1953, Walter * compared the results of 
safe irradiation of 88 nevi with those of 
conservative treatment of 83 nevi, and could 
hnd no statistically significant. difference in 
the speed or completeness or resolution. 
However, he did consider from retrospec- 
tive assessment of a former series, that 
higher doses produced satisfactory results 
with more speed, but with less safety, but 
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it is not clear whether his high-dose series 
was entirely comparable to the other series, 
or whether the results were judged by the 
same observers, or by the same criteria. 
Ulceration was present in 8 of his grand 
total of 275 lesions at first attendance. It 
was not noted thereafter, which is in con- 
trast to the experience of Thoms and Fjeld- 
borg," who saw ulceration developing during 
x-ray treatment in 9 out of about 215 
lesions; it had preceded treatment in 10. 
An exact comparison of their end-results 
with the present series is very difficult; they 
were certainly no better. Of 73 lesions 
followed up after 10 years, 17 were un- 
satisfactory as a result of residual angioma, 
scarring, telangiectasia, or other complica- 
tions. Six had deteriorated since treatment, 


Fig. 11.—Exceptionally 
rapid spontaneous resolu- 
tion of very large straw- 
berry nevus. A, age 11 
days. B, age 16 weeks. 
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they thought, as a result of radiation. The 
lesions received about 1,500 r in divided 
doses. 


In one of their children, early radio- 
therapy did not prevent numerous complica- 
tions, including ‘ulceration, hemorrhage, and 
scarring. : 

Is it possible that irradiation actually in- 
terferes with the process of spontaneous 
resolution ? 


Summary 


A study of 169 untreated lesions shows 
that complete spontaneous resolution of 
strawberry nevi is common, affecting ap- 
proximately 50% by the age of 5, and 70% 
by the age of 7 years. Continued improve- 
ment is not uncommon after this age. Of 
those which do not resolve completely, some 
improve greatly and only a few (about 6% 
of this series) constitute any cosmetic handi- 
cap; of these, most can be treated safely 
by surgery. 

In this trial, no nevus extended after the 
age of 12 months, and not one did any 
significant damage. 

With the possible exception of lip lesions, 
we have not been able to distinguish a type 
of strawberry nevus which in prospect is 
particularly unlikely to resolve. A number 
of factors, including site and size, were 
studied in this connection. 

The presence or absence of expansion in 
early life is not an infallible guide to 
prognosis. Except for minor disagreement 
on the last statement, the present results 
confirm those of Lister, Wallace, and 
Walter? though these authors did not *per- 
haps lay sufficient stress on the fact that 
a small but appreciable number of nevi per- 
sist after the age of 7 or 8 years. Many 
other authors have made similar observa- 
tions, but these three have produced the 
most convincing figures. 


Addendum 


Since this paper was written, Simpson? has 
published his experience of 170 strawberry nevi, 
the great majority treated conservatively. His re- 
sults and conclusions are very similar to ours. 
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Thanks are due to Dr. H. J. Wallace for ad- 
vice and criticism in the preparation of this paper, | 
to the many people who have helped trace the 
patients, to the Roval Society of Medicine Librar Ys 
to the patients and their parents, and to the three 
successive secretaries, Miss Hammond, Miss Evans, S 
and Mrs. Finlay. x: 

Mr. Hugh Walwin of Gloucester is responsible | 
for many of the photographs. D 

Mr. W. E. Bowers, father of one of the au- 
thors, has given great help with translations. — 

Dr. R. E. Bowers, City General Hospital, Gran af 
Western Road. | 
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-= Four-Dimensional Histopathology 
avr HERMANN PINKUS, M.D., Detroit 

E: 

e Although I remember having seen Dr. 

E 


$ Pusey at meetings, I never had the privilege 
of knowing him personally. All I know about 
him is derived from his publications and 
from articles published in the ARCHIVES OF 

DERMATOLOGY, especially those of Rattner ! 

and Foerster,2 who painted a vivid picture 

of his personality. We all know that Pusey 
was an extraordinary man with a wide spread 

‘of interests. He served humanity and his 
= fellow physicians in a variety of ways and 
- functions, and Foerster relates that he often 
stressed usefulness as a desirable goal in 

life. That Pusey's concept of usefulness was 
not a narrow utilitarian one seems to be 
E documented by the fact that he provided for 
a i an annual dinner at which the members of 
= the Chicago Dermatological Society will re- 
. member him kindly. This seems to be an 
E iedement that friendly intercourse 
. among physicians has its peculiar value 
|». through exchange of ideas and mutual stim- 

. ulation. 

Thus, when I received the invitation to 
speak here tonight, I thought it best to 
choose a subject that is "useful" and treat 
it in a manner that is not strictly utilitarian 
or didactic, but rather that provokes discus- 

sion, even at the risk of being controversial. 

i That I choose histopathology is explained 

T by the fascination with which this field, has 
held me for many years and also by the 
long tradition histopathology has in Chicago 
and among the members of this Society. If 

| Submitted for publication May 10, 1960. 

p The William Allen Pusey Memorial Lecture, 

1960. 

From the Departments of Dermatology, Wayne 
State University College of Medicine and Detroit 
Receiving Hospital. 

Supported in part by Research Grants from the 
National Institutes of Health, U.S. Public Health 


Service, and by Research Contract with the Sur- 
geon General, U.S. Army. 
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I consider all those who are here or co nid 
be here tonight, I almost become afraid t 
discuss histopathology before a panel of such | 
experts. I trust, however, that the atrod E 
tion of the fourth dimension into this field ` 
will be a sufficient excuse, especially in- he | 
city in which the famous no-sided Professor T. 
Slapenarski? is said to have been visiting | 
lecturer at the University of Chicago EC 1 
to have performed some of his astounding | E. 
feats in topology. E 
Before we approach the fourth dimension, - 
however, we should consider three- dimen- = 
sional aspects. Actually, there should — | E 
no need for doing so. We deal in clinica al. 
dermatology with papules, nodules, and . 
vesicles (all three-dimensional objecti 4 
However, the advent of the rotary micro E. 
tome, the technical ease with which we can | 
cut thin sections for microscopic inspection, - 
and the necessity for standardization which — 
modern hospital routine imposes on all ot i 
us have led to a period of two-dimensional . 
thinking in histology that is ingrained more 4 
deeply than one might suspect. 5 k 
One of the foremost instances of this | 
regression from living corporeal to shado y S 
planal existence is the alniosi universal use 
of the word “rete peg.” If we go back to. 
the last century, before the advent of mod- 
ern technology, we find, for instance, in - 
Piffard's textbook * of 1876 the following 


HA 


Fig. 1—Reproduction of Figures 6 and 7 from - 
Joep tae An Elementary Treatise on Diseases of © 
the in 





-Papilla of the palm of 


—Papille of the back of — 
the hand ( HASSAL). Ee e 


the hand ( HASSAL). 
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: 3 — illustrated description (Fig. 1): "the ex- 
.. ternal surface of the corium . . . presents 
numerous elevations . . . termed the papillae. 

3 . Next to the TN from within out- 

1 Sward; we encounter the rete Malpighii, the 

| cells of which fill up the intervals between 
the papillae and extend somewhat beyond 

. their summits, so that this layer presents 

A - externally a tolerably smooth and level sur- 

- face." This description gives a vivid picture 

a of a mass of epidermal cells filling all the 
I = spaces between the finger-like projections 

E T of the corium: note the choice of the word 
intervals (the vales or valleys). It has not 
. been surpassed in three-dimensional liveli- 
a ness until the recent illustration in the book 

A of Pillsbury, Shelley, and Kligman,? which 

3 pe the three-dimensional aspects nicely 
and shows a system of rete ridges from 
. among which the papillae have been pulled 
4 out. For decades, nobody explained to the 
E . Students Nhat filled aD the empty space left 
tween "rete pegs" extending down and 
i | pegdike papillae extending up. The so- 
d called pegs are of course two-dimensional 
| Cross sections of rete ridges as they appear 

| E in thin paraffin sections. 

3 = TIt is elementary that a round disk of 
. epithelial cells seen in a histologic section 

— (Fig. 2) rarely represents a thin sheet or 

plate, but rather is a section of any one of 

many three-dimensional bodies. It may be 
the cross section of a solid ball, or a tan- 
 gential section of a much larger cyst, or a 
_ bent tube. It may represent a spindle, an 
^ egg, a cone, a dumbbell, 
Fig. 2.—Various geometrical figures that may 


_ be represented by a round disk seen in a thin tissue 
ection. 
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irregular body. A section showing cross 
sections of striated muscle fibers does not 
look too different from a section of gran- 
ular myoblastoma. 

A single thin section, ever so neatly 
mounted and stained, canfiot give us needed 
three-dimensional information. We often 
‘must reconstruct it laboriously from a large 
number of sections. An instructive instance 
of the great amount of time and energy 
expended this way is a comparison of my 
Own paper on pseudofolliculitis of the Ne- 
gro beard® and the recent publication of 
Strauss and Kligman * on the same subject. 
My technician spent many hours on serial 
sections; my father spent many more on 
reconstructing the curved follicle in a large 
scale model and on drawing diagrams. The 
Philadelphia authors took a piece of un- 
stained skin, cleared it, photographed it, and 
showed at one glance almost all we had 
meticulously deduced. This is an instance of 
the refreshing new approach to histopathol- 
ogy that goes along with the revival of mor- 
phology recently proclaimed by Lobitz.* 

Investigation of many normal and patho- 
logic features of the skin has benefited 
greatly from such unorthodox methods. The 
pictures shown by Gilje,!? Davis, ! Mo- 
retti,” and others of blood vessels, by 
Winkelmann,? and Arthur 14 of nerves, by 
Szabo, Becker and Zimmermann,!® and 


Fig. 3.—Perpendicular and transverse sections of 
skin representing Gag tegammancally (A and B) 
tubular adenoma; (A and C) hypertrophic kerato- 
sis follicularis (warty dyskeratoma) ; (A and D) 
papilliferous cystadenoma. 
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Staricco !* of melanocytes, by Hambrick,!* 
and Van Scott ?® of follicles and glands, 
to name just a few, have high esthetic 
appeal in additión to their scientific value. 

When pathologic configurations get more 
complicated thane cross sections of simple 
geometric forms; interpretation from thin 
sections becomes ever more difficult. Let 
us take a picture as drawn in this diagram 
(Fig. 3). A section perpendicular to the 
skin surface shows a sinus or crypt with a 
complicated epithelial wall. A cross section 
at the level indicated may show any of three 
configurations. If the epithelial extensions 
are simple tubules, we deal with a tubular 
adenoma. The perpendicular section may, 
however, correspond to a large cyst into 
which epithelium-clad papillae project. We 
then would deal with a papilliferous cyst- 
adenoma. Or we may find that the epithelial 
fingers that we saw in the original section 
may be cross sections of epithelial crests 
extending from the cyst wall, each of them 
with a central cleft. In this case, we have 
Szymanski's warty dyskeratoma and Hel- 
wigs isolated dyskeratosis  follicularis. 
Graham and Helwig’s exhibit at a recent 
academy meeting contained a pretty and 
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instructional three-dimensional replica ( Fig. 
4) of this lesion, which makes clear at a 
glance what Beerman explained in “a thou- 
sand words” some years ago; namely, the 
basic difference between papilliferous sweat- 
gland adenoma and hypertrophic Darier's 
disease. 

Last but not least in this group, I mention 
Oberste-Lehn's application of Horstmann's 
"semper" preparations of separated and 
hardened epidermal sheets. Horstmann's il- 
lustrations ? of normal epidermal config- 
urations were beautiful and revealing for 
the anatomist. Oberste-Lehn's specimens ** 
of pathologic epidermis are most instructive 
for the histopathologist, for instance, in 
their demonstration of basic differences of 
epidermal configuration in psoriasis (Fig. 


5), contact dermatitis (Fig. 6), lichen 
planus (Fig. 7), and lupus erythematosus 
( Fig. 8). 


While the epithelial structures lend them- 
selves nicely to the techniques exemplified, 
it is somewhat more difficult to get a good 
three-dimensional impression of the connec- 
tive tissue part of the skin. In this respect, 
demonstration of elastic fibers can be very 
helpful. Investigation of the elastic tissue 


Fig. 4—Photograph of three-di- 
mensional replica of isolated dyskera- 
tosis follicularis from Graham and 
Helwig's exhibit at the American 
Academy of Dermatology and Syphi- 
lology, reproduced through the cour- 
tesy of Elson B. Helwig, M.D. (cf. 
A.M.A. Archives of Dermatology 77: 
377 [April] 1958). 
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Figs. 5-8.—Lower surface of epidermal sheets hardened and photographed in incident light 
at moderate magnification. Reproduced through the courtesy of Harald Oberste-Lehn, M.D. 


(5) Psoriasis. (6) Neurodermatitis at left, 
Chronic discoid lupus erythematosus. 


has been somewhat neglected. I believe the 
last systematic study in dermatologic litera- 
ture was by Lynch* in 1934, on the fetal 
development of elastic fibers. Recent work 
was concerned mostly with the nature and 
intimate structure of elastic fibers and their 
relation to collagen. As far as histopathol- 
ogy is concerned, it has been a time-honored 
habit of authors dealing with epidermolysis 
bullosa and some other entities to report 
fragmentation of fibers. I often 
wonder how many specimens of normal 


elastic 


skin and of other dermatoses were studied 
by these authors for control purposes. Un- 
fortunately, the routine hematoxylin and 
eosin stain gives little or no information 
about elastic fibers. 
ination of elastic fibers routime, he earns 


If one considers exam- 


rewards in diagnostic, as well as anatomic 
and esthetic respects. On the basis of more 
than 30,000 specimens of skin stained for 
elastic fibers, I would like to point out how 
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normal skin at right. (7) Lichen planus. (8) 


their examination helps in three-dimen- 
sional histopathology. 

Elastic fibers are flexible and wiry and 
form a three-dimensional network in the 
cutis. Although they have true elasticity, 
they actually serve as a restraining factor, 
just as rubber threads do in an elastic 
garment which develops bulges when the 
threads break. A very obvious example of 
this.function is macular atrophy, especially 
in the Schweninger-Buzzi form of “tumor- 
like new growths." Actually, there is no 
new formation of tissue in these lesions. 
H and E stained sections often show no 
pathologic changes at all (Fig. 9). Elastic 
fiber stain, however ( Fig. 10), shows com- 
plete absence of these fibers, permitting the 
collagen to bulge and to be compressed at 
will. 

Dick ?? has pointed out that there are two 
systems of elastic fibers in the skin, a super- 
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ficial brush work of fine fibrils arising from 
a basal net and extending into the papillae, 
and a framework of coarser fibers in the 
pars reticularis of the corium. In most 
instances, the thick fibers have prevalent 
direction in any given part of the skin. They 
follow the main direction of the collagen 


. bundles and probably play a major role in 


the gaping of incisions and the establish- 
ment of Langer's lines of cleavage. 

It follows that a thin section of skin will 
either show most elastic fibers cut longitudi- 
nally, if the plane of sectioning was parallel 
to their prevalent direction, or will show 
most fibers chopped into short pieces 
(Fig. 11) if the plane of sectioning was 
vertical to the prevalent direction. In some 
instances, especially in the skin of children 


Fig. 1l.—Longitudinal 
and transverse sections of 
elastic fibers in dermato- 
myositis. Such pictures 
should not be interpreted 
as fragmentation of fi- 
bers. Orcein and Giemsa ; 
reduced about 1596 from 
mag. X 370. 
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Figs. 9-10. — Macular | 
atrophy. Similar sections 
stained with hematoxyl | 
and eosin (9) and ac 
orcein and Giemsa (10). - 
Note relative positions of ~ 
sweat duct and sebaceo 1s 8 
gland. Fig. 10 shos ke 
elastic fibers present to” 
the left of the sweat duct, 4 
almost absent to the right. 
Fig. 9 shows no pathol g< * 
ic changes. Reduced abou 
30% from mag. X 90. 


in 
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(Fig. 12), one finds alternately stacked d 
bundles of collagen and elastic fibers. We. 
then see areas of longitudinal sections alter- 
nate with cross sections. The pieces will be: 
shorter, the thinner the section, but they 
must not be interpreted as E raementatiil : 
Pathologic forms of elastic fibers are 
encountered mainly, as is well known, i: 
actinic elastosis and in bees 
elasticum. Otherwise, in my experience, 1 he 
fibers are either present or absent. True 
fragmentation is a rare occurrence. [In | 
healing incisions, sometimes in striae, rarely — 
in chronic inflammation, one encounters — 
curled ends of severed fibers ( Fig. 13). 
The dichotomy of elastic fibers into é 
deep and a superficial system furnishes 
guidance in the recognition of the seat om 
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pathologic changes that is not easily avail- 
-~ able in H and E sections. For instance, the 
~ infiltrate of lichen planus, especially in the 
"atrophic variety, may seem to extend rather 
~ deep into the skin. Elastic fiber stain 
* (Fig. 14) shows that the entire process is 
restricted to the pars papillaris. On the 
- other hand, lichen sclerosus et atrophicus 
E. (Fig. 15), even if it seems quite superficial, 
_ is always an affection of the pars reticularis, 


= the papillary portion being thin and incon- 
| Spicuous. 


NT 


= . The zone of actinic (so-called senile) 
=~ elastosis often is helpful in determining if 


^. a precancerous or malignant epidermal le- 
E sion has become invasive, and just how deep 
-~ it has penetrated into the skin. Figures 16 
— and 17 show instances of basal-cell epithe- 


lioma, both of which are close to the epi- 
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Fig. 13.—Curled remnants of elastic fibers in 
nodular vasculitis. Orcein and Giemsa; X 185. 





dermis. The one, however, can be shown 
to have developed entirely in the widened 
papillary layer above the zone of solar elas- 
tosis, while the other one grows below it in 
the pars reticularis of the corium. 

These instances of benefit derived from 
examination of the dermal elastic fibers 
could be multiplied. We will return to the 
subject when we discuss four-dimensional 
aspects. 

What is the fourth dimension? Since 
Einstein, it has usually been considered to 
be time. Analytical geometry and topology, 
recently exploited. by science fiction, have 
used the word for the mathematical concept 
of a "super-dimension." I’ll go along with 


Fig. 14.—Lichen planus 
with atrophy. In active 
border of lesion to the 
right, infiltrate affects the 
pars papillaris. Where 
the infiltrate has disap- 
peared in the atrophic 
center of the plaque, left 
in the photograph, the 
undisturbed base line of 
the papillary elastic fibers 
is evident. Orcein and 
Giemsa; reduced about 
28% from mag. X 60. 
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Einstein in most of my talk, but will take 
the liberty of introducing some derived 
interpretations of the term dimension. 
Let’s take Dr. Pusey. He was, from all 
accounts, what one may call the "compleat 
dermatologist." He was scientist, artist, and 
also artisan, or, let us say, craftsman. Above 
all, he was a wise physician. Certainly, 
scientific knowledge, artistic intuition, 
craftsmanship, and wisdom combined in his 
developing early x-ray therapy without, as 
Rattner testifies, damaging himself or his 





patients. We may take scientific knowledge, 
art, and wisdom for granted as attributes of 
a great physician, but I submit that the 
fourth dimension, craftsmanship, is needed 


This fourth 
facet, artisan’s skill, is often left to wither 


to make a man "compleat." 


under our modern conditions of specializa- 


Fig. 16.—Basal-cell epithelioma developing 
between epidermis and zone of solar elastosis. 
Orcein and Giemsa; X 90. 
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destruction of the elastic 
fibers in the pars reticu- 
laris of the corium. 
Elastic fibers of the pars 
papillaris 
just below the epidermis, 
Inflammatory infiltrate in 
pars reticularis. Orcein 
about 28% 
X 60. 


from mag. 


tion. When I recall how my own father 


employed his oldfashioned and temperamen- 
tal x-ray machine, stained and examined his - 
blood films, did his own Wassermann tests - 
or trained his technician to do them to his - 


satisfaction, I blush at my own ineptitude, 
or at least at my pampered laziness. Turn- 
ing to histopathology, we find that Pusey 
made the photomicrographs for his textbook 
—and they are good ones—himself, with 
what must have been pioneer equipment, I 
feel sure he also knew how to cut and stain 


sections. Nowadays, the technician has be- 


come, in many cases, not the congenial 
helper in a common task, but the crutch 
without whom the pathologist would be 
helpless. 

I submit that the total effort suffers when 
craftsmanship is low and proper tools for 
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Fig. 15.—Lichen sclero- — 


sus et atrophicus. Partial ` 


can be seen 


the middle portion of the — 


and Giemsa; reduced - 















Re. - the artisan's job are lacking. We would not 
PE. rust a plumber who did not bring his 
E = proper tools. In the medical laboratory, we 
a -would not accept a serologic test, a blood 
| .. count, or any biochemical determination if 
_ we were not sure that they were done prop- 
- ery and according to exacting standards. 
E. Moreover everybody welcomes the develop- 
. ment of new tests, however intricate, if they 
a - contribute to our diagnostic skill. 
EC In histopathology, however, we depend 
— almost exclusively on the time-honored, but 
E. "not too informative, H and E stain. Not 
- only that, but we must often be satisfied 
B with the inferior product of hurried and 
E E disinterested technicians, who in many in- 
E. ‘stances never had proper instruction in 
a "handling skin specimens. I believe there is 
i ES a neuropathologist who is satisfied with 
‘= E H and E stain and does not routinely 
. require other methods. I feel strongly that 
. the dermatopathologist should also make it 
a routine demand that his sections show 
E. that may be important for diagnosis. 
E Stain for mast cells, elastic fibers, mucinous 
: E Substances, differentiation of pigments, and 
a - better cytologic differentiation should be- 
E. come a basic standard for routme examina- 
d tion of a skin biopsy specimen. This is not 
7- as complicated as it may sound. A stain,” 
4 . combining acid orcein with azure-eosin 
. mixture of the Giemsa type, fulfills all these 
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Fig. 17.—Basal-cell epithelioma developing 
below the zone of solar elastosis. Orcein 


and Giemsa; X 90. 


requirements and can be taught to any 
moderately intelligent and conscientious 
technician. I have taken girls fresh out of 
high school, from the telephone switch- 
board, and from the kitchen, and had no 
difficulty training them. As a matter of fact, 
I believe any person with a flair for cooking 
and manual dexterity can be made into a 
good tissue technician. I also believe we 
dermatopathologists should control the tech- 
nical end of our domain and require the 
highest standards of craftsmanship. So much 
for artisan's skill as a fourth dimension. 
Let us return to the dimension of time. 
How can the histopathologist hope to read 
temporal events from his section? One must 
honestly admit that this is impossible as far 
as objective examination of a fixed speci- 
men of tissue is concerned. The more con- 
scious we are of this impossibility, the better 
for us. Yet a great deal of pathological 
diagnosis is concerned with time relations, 
with unraveling the events preceding the 
taking of the specimen. Not infrequently, 
we prognosticate, as when we say “precan- 
cerous," "prefungoid," “preinvasive.” The 
histopathologist interprets what he sees al- 
most constantly, and all too often uncon- 
sciously. He should be praised for being 
able to interpret, but he should be re- 
proached if he is not conscious of the sharp 
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border between description and interpreta- 
tion. 

A story from medical school may illus- 
trate the point. The much-feared professor 
of pathology in Berlin was Lubarsch, an 
excellent teachér with a highly systematic 
type of intellect and a terrible temper. The 
story goes that he began to examine a medi- 
cal student by showing him a tissue slide 
under the microscope and asking him what 
he saw in one particular high-power field. 
The candidate answered "blood." Lubarsch 
said, *No, look again." When the candidate 
could not change his answer, the professor 
stormed out of the room, leaving the student 
musing. Other students, instructors, and 
even assistant professors were consulted 
during several hours, while Lubarsch would 
return at intervals to ask always the same 
question, "What do you see?" Nobody 
could help the hapless eandidate as all 
agreed that there was blood. Finally, in a 
rage, Lubarsch shouted, “You don’t see 
blood. You see red and white blood cor- 
puscles." Having known Professor Lu- 
barsch, I can quite believe that this story is 
true. In any case, it illustrates the point 
well and is worth remembering. 

Let us differentiate sharply between de- 
scriptions of what we see and interpretation 
of what it means. Many arguments could 
be stilled, and the volume of medical litera- 
ture would decrease significantly, if this rule 
were followed strictly. 

Our ability to interpret tissue sections in 
terms of temporal events depends on ex- 
perience in other fields. In many instances 
observation has been complemented by ex- 
perimentation, and many branches of sci- 
ence are continually contributing to make us 
better histopathologists. 

Direct observation of living tissue is the 
ideal way of learning about pathologic proc- 
esses. We dermatologists as clinicians are 
fortunate that we have this opportunity 
more than many of our colleagues in other 
specialties. However, the matter becomes 
difficult when we deal with microscopic 
changes. Few of us can afford to watch the 


Pinkus 


microcirculation in the capillaries, as Golde 
man and Lorincz, among those present, c 
testify, or can watch sweat response 
Buley did. I feel I have been helped tre- 
mendously in thinking about skin in biologi 
terms when I did tissue culture in my forr 
ative years. I learned that cells can chadi 
their size and shape and many other attri- E 
butes under external influences and still | 
retain their identity as epithelial cells, fibro- E 
blasts, or whatever the case may be. I als SO 
learned that living cells are pluripotential 
in their inherent developmental abilities. E La 
wish that some practical experience in tissue 
culture could be given to every medical st 1 
dent and certainly to every dermatologic: al 
resident. Short of that, occasional showing | 
of movies of living tissues and tissue : 
tures is a good reminder for the histopa~ Be 
thologist that his usual objects, the fixed ` 
tissue sections, are poor mummies and shac BS 
ows of real living objects. E 
How can we be sure that in a fixed tissu 2 E 
section, a lymphocyte moves out of a blood ^ 
vessel and not into it? that a nevus cell sepa- 
rates from the epidermis and does not join — 
it from below? or that a tumor mass origi- 3 
nates from a hair follicle and has not ap- 
proached it and merged with it? The answer - | 
is that we cannot be sure. Initerpretatio 
based on other experiences and often is. | 
highly personal matter of opinion. | 
I hope I will be forgiven if I now quote: 
two examples of work of well-known ing 3 

vestigators and proceed to analyze them in 
a highly critical way. One of these is Foot 3 
paper? on adnexal carcinoma of the ski r 
(and I regret that Dr. Foot is not amon g | 
the living any more). This work is often 
said to be proof of the adnexal origin of 
human  basal-cell epitheliomas. Actually. a 
Foot did not make this statement, but hur-| 
ried readers—and who is not hurried these - 
days—have interpreted this conclusion into. 
his writing. Foot actually stated that the 
epithelioma "arises from the epithelium in 
the immediate vicinity of the neck of fe 
pilar unit... . The growth appears to begin 
35 'à tenia of elements of the re 
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E [malpighii] in the neighborhood of the 
= debouchment of the hair sheaths and sweat 
ducts through the epidermis.” °° Inasmuch 
i as hair follicles are crowded together very 
=e - closely on the face (where Foot's tumors 
E. ere located), it is difficult to see how a 
Biror could originate far from an infun- 
- dibulum. Foot makes it clear that his con- 
- clusion of the adnexal character of basal-cell 
T epithelioma is a hypothesis based on simi- 
la rity of early buds to the fetal primordia 
of hair follicles, a reasoning with which I 
eac E» agree. 
b. Real criticism, however, must be directed 
at the method by which Foot arrived at his 
E conclusions. He had serial sections cut of 
* pe arts of two “early” tumors. One of these 
5 5X3 mm., the other one “very tiny." 
B then reconstructed the shape and topo- 
r Bhical relations of these nests in three- 
E replicas. Unfortunately, even 
in these 2 cases, he did not have the entire 
E cut into serial sections as Borr- 
mann ?5 had done 43 years earlier on 265 
umors. Foot concluded that points of con- 
nection between epidermis and epithelioma 
5 ere the point of origin of the latter. 
Borrmann had more sensibly pointed out 
the such connections usually are multiple 
and probably are secondary rather than pri- 
‘mary. 
E^ is my conviction that any tumor that 
Rrsible to the naked eye is not "early" in 
Ebitologic sense, and that nothing can be 
E nod regarding its true point of origin. 
a This contention has been confirmed very 
recently by Zackheim in our department, 
when he examined truly microscopic tumors 
ib rats and of human skin.?* I have pointed 
“out in another context why I believe that 
^u e point of origin of an epithelial skin 
tumor is of no great importance and does 
‘not determine its adnexal or epidermoid 
| mature, but I wanted to use this particular 
P iece of work to show that one " should go 
over published work with an open and crit- 
- ical mind in order to sift proven fact from 
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Another interpretative piece of work with 
conclusions quite contrary to my own pre- 
conceived opinions set me out on an inves- 
tigation that has become unexpectedly 
fruitful and diversified. I refer to the work 
of Andrew and Andrew ?5 who called atten- 
tion to the constant presence of lymphocytes 
in the epidermis of rat and man and com- 
bined this objective finding with another 
objective fact, the relatively low incidence 
of mitosis in the epidermis, to conclude that 
mitotic division of epidermal cells is insuffi- 
cient to replace cells lost by exfoliation, and 
that lymphocytes transform into epidermal 
cells. They supported this conclusion by 
interpretative demonstration of transitional 
forms leading from lymphocytes to clear 
cells to epidermal cells. It hardly deserves 
mention that the description of transitional 
forms has been the bane of histopathologic 
investigation from its beginning and has 
been fraught with more error than almost 


any other phase of this field. 


As the presence of lymphocytes in the 
epidermis cannot be denied, I tried to in- 
form myself about the adequacy of the 
reported mitotic rates to explain turnover 
of cells in the epidermis. This required 
knowledge of the lifespan of epidermal cells 
and of the number of cells in the various 
layers, especially in the keratin layer. I 
found, in 1950, that there were few and 
partly contradictory data on all these basic 
questions. The epidermis appeared to be a 
very sluggish tissue, quite refractory to bio- 
logic experimentation. By great good luck, 
I found?? that Wolf had developed the 
method of plastic tape stripping 10 years 
earlier. This seemed to promise some in- 
formation on the number of keratin layers 
on the epidermis; then serendipity entered. 
It turned out that the very act of stripping 
away the keratinized cells induced forced 
proliferation in the human epidermis, which 
manifested its ability to restore all lost ma- 
terial within a. few days by its own mitotic 
activity and without any assistance from 
extraneous cells, be they lymphocytes or 
melanocytic clear cells. Much more has 
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been learned about epidermal biology by 
this and other experiments, done in part by 
my associates, but largely by independent 
investigators in this and other countries. 


Andrew's work may be considered the 
leaven that initiated a great deal of activity, 
and a heuristic hypothesis has extremely 
great value, regardless of whether it is 
proved true or false in the end. 

For more information on time relations 
in epidermal pathology, let us now look at a 
section of acute contact dermatitis (Fig. 18). 
This specimen was taken from the skin 
near the knee of a man who had applied a 
drawing ointment to a boil and developed 
dermatitis 4 days prior to biopsy. The 
epidermis is thickened at least 10 times 
beyond normal, mainly owing to edema, 
spongiosis, and vesiculation. The feature | 
want to call to your attention is the thick 
keratin layer which corresponds to the nor- 
mal stratum corneum of the knee. We teach 
that inflammation and edema of the epider- 
mis is associated with parakeratosis and 
absence of the granular layer and of a nor- 


Fig. 19.—Keratosis blennorrhagica. 
Early lesion on palm, showing original 
normal stratum corneum lifted up by 
mound of parakeratotic crust. He- 
matoxylin and eosin; X 9. 


Pinkus 


Fig. 18.—Acute contact dermatitis, fot d | 
days old. Original normal stratum corn e- 
um preserved. Hematoxylin aná eosin; Y 
X 45. EG 
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mal stratum corneum. Knowing mno 
epidermal biology and the gradual "m. | 
cellular material from base to top, we can 
conclude from this section, without knowit E 
the clinical data, that the inflammatory pr C- 
ess is not very old, that not enough time has 
elapsed to move damaged cells all the Pe 
up to the top. The stratum corneum is t he 
original normal one; it has not yet b 
shed. > 

Similarly, in a section of keratoderma 
blennorrhagicum (Fig. 19), we see the ok 
keratin layer of the palm lifted up by the 
volcano-like elevation of parakeratotic mi : 
terial formed below it. Again, we can de. 
duce the relatively short duration of he 


boo 


process. 5 
Another instance in which knowledge of 
epidermal biology is vital for four-dimen-. 
sional interpretation of a pathologic process 
is keratosis senilis. My old teacher Freu- 
denthal?? nicely described the diagnostic 
feature of alternation of columns of para a~ 
keratotic light-staining epidermis and ortho- 
keratotic dark-staining epithelium associated 



















~ illustrated at left; competitive struggle of hyper- 


- — plastic adnexal ostia and anaplastic epidermis at 
T right. Reproduced from Pinkus?"*: American 
~~ Journal of Clinical Pathology, March, 1958, and 
> Dermatologica, November, 1958. 


| > 
EV 


-= with sweat pores and follicular ostia. He 
: - stopped right there with a two-dimensional 
à objective description, and I know that he 
— did so deliberately. Walter Freudenthal was 


— one of the conservative, scientifically minded 
7. histopathologists who believed in objective 
~ description of what he saw in his sections 
T and based his diagnosis on what he saw. 
f He avoided three-dimensional terminology 


~ tion. He was an excellent diagnostician 


€ 
- 


- and did not want to be anything else. 


For a biologist in dermatology, on the 
other hand, alternation of stacks of ortho- 
S eratotic and parakeratotic horny laver calls 
7 for an explanation. This was found in a 
-. three-dimensional view (Fig. 20) of kera- 
E totis senilis interpreted in the light of tem- 
^ poral changes! Keratosis senilis, as a 
-- matter of fact, became the starting point for 
- the concept that the human epidermis is a 
E 


> Fig. 21— Diagram of 
E. epidermal biology. Two 
© clones of maturing kera- 
^. tinocytes are drawn and 
— their changing size and 
— shape indicated. Repro- 
— duced from  Pinkus: 
© American Journal of 
- Clinical Pathology, 
TM arch, 1958. 
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composite tissue, a symbiosis of epithelial 
cells derived from multiple, biologic 
sources," While most of the normal epi- 
dermis is formed by multiplication of its own 
basal matrix (Fig. 21), the cells lining sweat 
pores and follicular ostia are of adnexal 
origin, replenished by multiplication of cells 
deeper in the sweat duct and follicle, which 
constantly move up. This concept mean- 
while has found strong support in experi- 
mental work of Lobitz and the Philadelphia 
group. When the epidermis is destroyed by 
burning or other trauma, including iatro- 
genic planing, the adnexa become sources 
of new epidermal cells which spread out 
over the surface and reestablish the epider- 
mal matrix in the form of a new basal layer. 
In keratosis senilis, the epidermis is not 
absent, but is anaplastic and presumably 
inadequate, biologically. It is no longer rec- 
ognized by the adnexal epithelium which 
becomes hyperplastic and tries to cover the 
surface. The anaplastic epidermis, on the 
other hand, also proliferates and creeps 
along the dermal junction. In this tug-of- 
war, cell-sharp borderlines exist between the 
inverted cones or umbrella-like mushrooms 
of adnexal epithelium, and the mass of bud- 
ding atypical epidermis that fills the spaces 
in between. Once in a while the adnexal 
epithelium succeeds so well to form a con- 
fluent cover that it displaces the diseased 
epidermis downward. Then, in standard 
thin sections (Fig. 22), we see the para- 
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doxical picture of an anaplastic "basal" 
layer being separated by a cleft from rela- 
tively normal prickle and keratin layers. 
Actually, the upper layers are not derived 
from the lower ones. These pictures are 
due to layering, owing to extreme lateral 
sliding of epithelial masses, as proposed 
years ago by Sutton Jr." You see, we come 
pretty close to topological fiction. 

What happens when the reverse takes 
place, when it is not the epidermis, but an 
adnexal structure that becomes anaplastic? 
This case is exemplified by Paget's disease. 
In classical cases the milk ducts are in- 
volved, in extramammary cases usually the 
apocrine glands and their ducts. A diagram 
(Fig. 23) may illustrate the concept. Cells, 
usually from a comedo-type carcinoma, as- 
cend into the intraepidermal part of the 
duct. Their prototype being compatible with 
the epidermis as a normal symbiont, the 
malignant cells do not destroy the epider- 
mis, but spread laterally in it as parasitic 
single cells and small colonies. These 
honeycomb and irritate the host tissue lead- 
ing to the characteristic clinical and histo- 
logic picture. 

Paget’s disease points up another issue. 
On the basis of histologic, clinical, and ex- 
perimental evidence, I am convinced that 
Paget cells are adnexal tumor cells, while 
melanoma cells are malignant melanocytes 
and therefore neural crest derivatives, and 
that neither is genealogically related to each 
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Fig. 22.—Keratosis senilis exhibiting M 
cleft between lower and upper strata due 
to layering of anaplastic original epi- — 
dermis and hyperplastic adnexal epithe- — 
lium which has formed a new epidermis ` 
on the surface. The stratum corneum - f: 
is derived from the “adnexal epidermis” — 
except in one small spot where the- 
anaplastic cells penetrate to the surface. 
and form incompletely keratinized (para- 
keratotic) flakes, indicated by a TOW. 
Hematoxylin and eosin; X 90. - i 


other or to the epidermis in which they live 
as parasites. I can admit that certain mela- 

nomas may closely resemble Paget’s disease ~ 
in routine H and E sections, but I maintain - 
their different nature and prognosis. For - 
one equally convinced that melanocytes and |. 
Paget cells are modified epidermal cells, it~ 
is not only plausible but logical to identify - 
extramammary Paget's disease with intra- | 
epidermal amelanotic melanoma.** Th is 
biologic concepts intrude into histopatho- ` 


logic diagnosis. E 

Regarding the cutis, I once more recom- 
mend examination of the elastic fibers as a | 
means of deducing time relationship, and ~ 


especially of tracing processes that have - 
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epidermis penetrated by normal apocrine (milk 
or sweat) duct at upper left. Comedo carcinoma 
developing in deeper parts of duct on upper righ Es 
Bottom diagram shows normal duct completely 
replaced by cancer cells which have spread sid e 
ways in the epidermis as Paget cells. EV 
85/693 . 
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passed. I believe one can draw the follow- 
- ing conclusions. Elastic fibers are easily 
destroyed by chronic inflammatory proc- 
.— esses, more easily by some than by others. 
They are not easily regenerated and practi- 
cally never in normal fashion. If a process 
ike lichen planus or other superficial in- 
— flammation affects the superficial fibrils 
2 - only, not much is lost, and these fibers seem 
3 E be more readily replaced. It is not un- 
“common, however, to see the site of an old 
- lichen simplex chronicus marked by perma- 
nent loss of the superficial elastica. Proc- 
B esses that affect the pars reticularis, such 
^ as lupus erythematosus, often remain rec- 
^. "ognizable even after healing. Chronic dis- 
TN Did lupus erythematosus is characterized 
Ebr spotty loss of elastic fibers, not only in 
the areas of active infiltrate, but also in foci 
B from which lymphocytes presumably have 
x disappeared. Polymorphous light eruption 
- does not usually present this feature. 
| A It goes almost without mentioning that 
= granulomatous processes, be it tuberculosis, 
v _ syphilis, or deep mycoses, always destroy 
3 En. fibers. One point, however, deserves 
emphasis. While granulomatous infiltrates 
- destroy them, elastic fibers persist in pri- 
^ mary necrosis or necrobiosis of the skin. 
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Thus papulonecrotic tuberculid and the his- 
tologically similar granuloma annulare ex- 
hibit well-preserved elastic fibers in the 
center of the lesion ?? while these are de- 
stroyed in the peripheral granulomatous 
zone. On the other hand, lupus miliaris 
faciei, in which true caseation, that is sec- 
ondary necrosis of the tuberculous infiltrate, 
takes place, is characterized by complete 
absence of elastic fibers. 

It was mentioned earlier that elastic 
fibers are good guides in determining in- 
vasiveness and depth of penetration of ma- 
lignant tumors. It may be added that the 
fibers are relatively resistant. Extensive 
remnants often are found in carcinomatous 
nests, especially in rapidly growing tumors 
(Fig. 24). They seem to be digested but 
slowly. This is true especially of kerato- 
acanthoma and proves the true invasiveness 
of this lesion. 

Scars, whether due to inflammation or 
surgery, may remain free from elastic fibers 
for a long time, often for years, perhaps 
for life. If elastic fibers regenerate, they 
usually remain thin and without definite 
orientation. Figure 25 shows new forma- 
tion of fine elastic fibers in the pars reticu- 
laris of a case of purpura in the healing 


Fig. 24.—Remnants of elastic fibers 
in keratoacanthoma. Orcein and 


Giemsa; X 90. 
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phase. Similar new formation may be 
seen in subacute lupus erythematosus. 
Thus, the examination of elastic fibers 
permits us not only to judge three-dimen- 
sional relations and temporal sequences in 
tissue sections but to gain insight into patho- 
genetic factors. 
You probably have noticed, anyway, that 
I discussed not only time, but several other 
` ways in which histopathology can assume 
new dimensions beyond the plain duty of 
making a diagnosis. I want to stress once 
more that we must search our souls con- 
stantly and become completely conscious of 
the distinct, but oh-so-easily trespassed 
border where observation ends and specula- 
tion begins. Once we have done that, how- 
ever, I believe we have the right and 
actually have the duty to speculate. Specu- 
lation in this sense should consider disease 
processes as experiments of nature, experi- 
ments involving many unknowns, and there- 
fore, should be checked by planned 
f experiments under better-controlled condi- 
| tions. Thus, we can hope to corroborate 
E or refute the hypotheses based on histo- 
pathologic examination alone. It is refresh- 
p ing, in some instances almost breath taking 
and a little dizzying, to see how our younger 
generation has taken up experimentation on 
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Fig. 25.—New forma- — 
tion of fine elastic fibers 
in case of purpuric toxic - 
dermatitis. Old elastic fi- 
bers are absent in. his 
area, but are present in 
normal configuration ( ot. 
fragmented or curled) - 
around the periphery. ` 
Orcein and Giemsa; re- — 
duced about 23% from 
mag. X 180. 
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animal and human skin, and how they con ni a 
up with answers to questions that had been D 
debated futilely for decades. E- 

Another dimension is correlation with 3 
the clinic. Actually this is not much - 
ent from what any pathologist does when he 
first carefully examines and records all fea- — 
tures of the gross specimen before he selects ^ 
samples for microscopic examination. In | 
teaching histopathology to the younger resi 
dents, we should then point out that the - 
bleeding points of the Auspitz phenomenon — 
in psoriasis are due to the thin suprapapil- — 
lary plate we see in sections, that Wick- E 
ham's striae in lichen planus correspond to - 
local thickening of the granular layer, andl 
that the peculiar violaceous color of 1 ace 
lichen planus plaque stems from a combi na- 
tion of red blood in the numerous capillar- | : 
ies, melanin deposited in macrophages, and | 
keratohyalin granules with their diffusi: g 
effect on light. All of you know that these - 
examples can be multiplied at will. let a 
quote Unna’s basic rule in the version give E 
it by Caro?*: “To attain the highest leve 1 
of diagnostic skill in dermatology one 
should study each patient with eyes hat 
are disciplined by a knowledge of the patho- 
logic processes that may be present; one 
should examine each histopathologic se 
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- with a vision that is ripened by clinical 

E Eee 

This rule has wider application. Correct 
| Histopathologic interpretation often can be 
arrived at only by close clinical follow-up 

be E of the patients. Thus, Spitz 7 recognized 
the benign nature of juvenile melanoma. 

_ Other examples are the description of self- 

b healing squamous-cell carcinoma by Fergu- 
E son Smith and others, the absence of clinical 
— significance of epithelioma-like proliferation 
. above histiocytomas first described by Bib- 
. erstein ?* and recently upheld by Caro. 

. In the field of dermal pathology, Allen 4° 
- has taught us that single lesions resembling 
B esonobiastorm: may be persistent reactions 
3 to arthropod bite, and Epstein's material *! 
ES shows that contact allergens can cause der- 
- mal sensitivity reactions closely simulating 
- lymphoma. All these instances warn the 
_ histopathologist to keep in close touch with 
the clinician and to consider the biologic 
Inm of skin disease. 

What then should we say about prog- 
mostication, certainly one of the most re- 
sponsible aspects of dermatopathology ? 
—— Concerning the word “precancerous” let me 
E Bo Dr. Pusey himself. Pusey 4? brought 
a lengthy discussion on this point to an 
abrupt close by stating that he had known 
resa students who never became doc- 
- tors. 

- We have considered dermatopathology 
; and dermatopathologists from many differ- 
E. ent angles and have discovered several di- 
= mensions beyond the fourth. Before I close 
^ I want to mention one more. This is a 
: . peculiar synthesis achieved by combining 
E experience with artist-like judgment. In 
| . any meeting of expert histopathologists it 
is surprising to see how most of them 

3 arrive at a consensus on difficult cases where 
L i less experienced men are stumped or led 

astray. This consensus is based on a per- 

— ception of form, a mental act expressed in 

Et e word Gestalttheorie that makes many 
- details fall into a recognizable pattern. To 

- teach this act of perception to a beginner is 

- practically impossible. 
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Let us take lichen planus, a common 
dermatosis that has a good many variations 
and must be differentiated from many other 
diseases. The primary papule, the well- 
developed plaque, hypertrophic, atrophic, 
and bullous varieties, all are recognizable to 
the expert almost at „a glance. To explain 
the diagnostic criteria to one who has never 
seen a section of lichen planus would be 
almost as futile as to define a dog to some- 
body who has never seen one. If we make 
the description too precise, some breed of 
dog may come along that does not fit it. If 
we make it too general, the neophyte may 
mistake a wolf, a fox, or even a calf for a 
dog. Yet, all of us who have seen dogs can 
glance at an animal and be sure immediately 
that it is a dog. This is not intuition, al- 


though the ability of the artist to abstract 


a general idea from relatively few data is 
helpful to a favored few. In this field, 
experience and diligence can replace genius 
to a large degree, while genius, uncon- 
trolled, is a poor substitute for diligence 
and experience. 

In summation, to practice four-dimen- 
sional histopathology and bring the disci- 
pline to the highest level of usefulness, the 
histopathologist should have the four attri- 
butes that make a physician "compleat"— 
craftsmanship, art, science, and wisdom 
—some of which comes to some through 
diligence and experience. 
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Simplified Acid Orcein and Giemsa Technique for 


Routine Staining of Skin Sections m 4 


HERMANN PINKUS, M.D., and ROSIE HUNTER, Detroit 


The normal and pathological skin pre- 
sents a variety of tissue elements that are 
not demonstrated or not easily differentiated 
in sections stained with the routine hema- 
toxylin and eosin (H and E) combination. 
In 1944, a modification of Unna-Taenzer's 
method for elastic fibers and cellular 
elements was described,! which combined 
relative ease and great reliability with dif- 
ferential staining of more skin constituents 
than can be visualized with the original 
method. In recent years, a new type of syn- 
thetic orcein has become available and has 
made further simplification of the technique 
possible. 

Tissues may be fixed in a dilute formalin, 
70% or absolute alcohol, or formol-alcohol. 
Fixatives containing chromates, mercury, or 
picric acid should be avoided. Paraffin 
sections may be from 5y to 15 thick. Sec- 
tions 10 in thickness often are preferable 
to thinner ones, as they give a better three- 
dimensional picture. 


Solutions 


A. Dissolve 0.2 gm. of "Orcein Synthetic Har- 
leco" (Hartman-Ledden Co., Philadelphia) in 100 
ml. 7096 ethyl alcohol; add 0.6 ml. concentrated 
hydrochloric acid. Solution is ready for use,im- 
mediately and improves on standing. It 1s stable 
for many months. 

B. Dilute Giemsa solution. One drop of any 
good Giemsa stock solution for each 20 ml. of 
distilled water. A phosphate buffer solution adjusted 
to pH 7.0 may be used if distilled water is too 
acid. 


Submitted for publication May 10, 1960. 
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C. 1% alcoholic solution of eosin yellowish. 
few drops of this solution are added to 95% alcóli a 
for decolorization of excessively blue sections. b 




























Procedure 33 
Ex. 
l. Deparaffinize sections in xylene and bring | 

through absolute and 95% alcohol into 70% alco: 

hol. | 

2. Immerse in solution A for 30 to 60 minutes, 
This new synthetic orcein stains elastic fiber 
specifically and produces very little backgroun P. 
staining. If desired or necessary, the backgro} n "a X 
may be completely decolorized by short i immersio on E 
of the stained sections in absolute alcohol or 01% 1 
acid alcohol. This is rarely necessary. 

3. Wash in running tap water for 10 "-— 
or more. This water should be slightly alka ine 2 
as used for the blueing of hematoxylin-stained 
sections. If it is good for hematoxylin sections, B 4 
is good for this step. E 

4. Stain for 12 to 15 hours ( preferably over- 
night) in solution B. Do not hurry this step E 
The various tissue components pick the varic I 
shades out of a very dilute solution if given 
enough time. Short immersion in more concentra red 2 
solutions produces uneven staining. "- 

5. Wipe excess fluid off slides. Generally the 
sections are now stained blue. The excess blue isl Es 
removed by dehydrating the sections in 9596 alcohc ps 

to which a few drops of solution C have beer a 

added. How much eosin should be used depends | 

on the degree of overstaining and is learned bya 
experience. If the sections have almost thesi ; 

desired rose-pink color of the collagen when i 

come out of the Giemsa solution, omit eosin 

altogether in this step. p: 
6. Remove sections (5) when the collagen of hed 

skin begins to turn pink from blue. Finish de- E. 

hydration and decolorization in two changes of. M 

absolute alcohol. 3 
7. Two changes of xylene. 
8. Mount in *suitable mounting compound. 


The nuclei should be deep blue; cytoplasm of 
epidermis, smooth muscle, and other cells ight i 
blue; collagen rose-pink; elastic fibers dark brown - 
to Black. Mast cell granules and many mucinous © zs 
substances stain metachromatically purple, but 


—: 


B 






alar mucin Pstaits grayish blue aid OPNS 
s not stain at all. Melanin is dark green, almost 
4 = 7 ck, - hemosiderin Qro. or light. grass 


li lue or ee hue Amyloid stains. a clear sky 
E D. blue under ideal conditions, but may be light gray- 
aS d blue, while other hyaline substances stain pink. 
E . Unna's elacin and collastin stain various shades 

ei from black to gray to blue. Trichohyalin is red, 
the fully keratinized inner root sheath deep dark 
E ue, the glassy membrane of the hair follicle 
- of en metachromatic lavender. Keratohyalin of 
| the epidermis usually does not stain very well, 
- but nuclei of parakeratotic stratum corneum often 
TN stai much more distinctly than with hematoxylin. 
Bacteria, fungal hyphae and spores, and other 
a are dark blue. 


E. 
E x ing Comment 

= ae £a 

Be Combined staining of skin sections with 
acid orcein and azure-eosin mixtures of the 
. Giemsa type (O and G stain) has been used 
d one of us for over 20 years and has 
been found reliable in the hands of any 
m Sonscientious technician. The routine use 
T -O and G in addition to H and E stain 
. has greatly reduced the necessity for time 
consuming and costly recuts and ' special" 
- staining procedures and has been no icd in 
E -. the diagnosis and biologic interpretation ? of 
* innumerable cases. It does not, of course, 
- eliminate the need for some of the newer 


F histochemical procedures. 
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E Ae G does. for instance, permit the 3 
identification of most pathogenic fungi al- 
most as easi as PAS; it differentiates 
melanin from hemosiderin and lipofuscins, 
and identifies amyloid im the majority of 
cases. In addition, elastic ‘fibers are stained 
sharply, completely, and specifically, while — 
the commonly used Verhoeff stain also = 
stains nuclei, thus making identification of 
elastic material inaccurate under pathologic 
circumstances. Light blue smooth muscle | 
is differentiated from pink collagen; mast NS 
cells, plasma cells, and eosinophils stand out E 
distinctly. The stain does not fade except T^ 
when sections are used for projection with 
strong light. 
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Summary and Conclusion 
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A reliable and simple procedure for dif- 
ferential staining of a variety of components 
of normal and pathologic skin is described. 
Routine use of the O and G stain 1s recom- 
mended for improved dermatopathologic | 
diagnosis. 

1401 Rivard, Detroit 7. 
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Ecologic Perspective of Dermatologic Problems in - 


| India * 


A Note on the*Influence of Socioeconomic Factors Generated by Under- 
developed Economy on the Nature of Skin Diseases and on Biocoenosis 


SHARAT C. DESAI, M.D., D.V.D. (Bom.), Bombay, India 


Mr. President, members of the American 
Academy of Dermatology and Syphilology, 
and guests. 

This is the second time that I have been 
privileged to attend a meeting of the Ameri- 
can Academy of Dermatology and Syphi- 
lology. The first was in 1948 when I 
attended through the courtesy of Dr. Earl 
Osborne. I was then introduced to him by 
my respected colleague, Dr. George An- 
drews. At that time I was not on the wrong 
side of the rostrum—I mean “wrong” for 
an amateur speaker like myself who would 
rather be behind. I little realized then that 
I should have this unique privilege of hav- 
ing a different perspective of the Academy 
and face this vast audience. Among the 
listeners are many of my mentors whose 
thoughts in print have influenced my der- 
matologic thinking. Hence it is with the 
greatest hesitation and humility, borne out 
of my humble dermatologic attainments 
compared to those of many of the distin- 
guished participants of this Academy, that 
I accepted the invitation of Dr. Cipollaro, 
Dr. Osborne, Dr. Wilson, and Dr. Curtis. 

When I realized that I had nothing new 
to offer to this learned audience, which is 
used to the terms “new, newer, and newest,” 
I thought, I could at least offer an ecologic 
perspective of our specialty, as it exists on 
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the other side of our globe. Incidentally. 
coming from the orient where we are only 
used to the terms “old and new” it wasa- + 
little difficult for me to understand the. E 
terms "newer and newest." I also failed to 
hnd these terms in the English m 
However I realized the necessity of intro- - 
ducing these newer terms when I observed - 
the new generation of dermatologists, work- - 
ing with newer gadgets of science in the | 
research in the newest fields in a race of ^3 
intense academic competition. I also saw - 
the important role played by the older gen- A a 
eration in having provided the opportunities 
of work and the platform such as this E 
Academy for the new generation to steam _ 
off! From my experience of observing E 
dermatology in action in many countries  - 
around the world, I can say that you have | 
evolved a unique and a healthy situation. — 
This is due to the peculiarity of the Amer- i 
ican genius which has a capacity for con-  - 
stant evolution. It seems that now you have - 
changed the well-known quotation of E 
Thomas Jefferson of “Life, Liberty, and  — 
the Pursuit of Happiness" to “Life, Lib- . 
erty, and the Happiness of Pursuit!” The  . 
latter is certainly a new philosophy which a 
has helped you in establishing a “self-gen- — | 
erating economy" as well as “self-generat- | 
ing scientific advances.” R 

Human ecology, defined as the relation- 
ship of man to his environment, is a very | 
wide field which includes socioeconomic,  . 
political, and mental hygienic environments. _ 
For the purpose of this address, I wish to- 











restrict myself only to the influence of 
socioeconomic environments on cutaneous E- 
93/7001 


E health in my country. This will not only 


— give an idea of the dermatologic problems 


E. as we see them, but will also help in under- 
3 . standing the genesis of these problems 


B esos 


- better. The other viewpoint I wish to pre- 
- sent is the influence of economic factors on 
Biocoenosis means an associa- 


- tion of ecologically interdependent organ- 


E — isms. 


In this perspective we get a broad 


3 vista of the scheme of nature, in which we 


E 2 existing interdependently. 


see the man, the pathogenic microbe, and 
Éthe vector of this microbe on equal footing, 
We can then 


E consider how one single modification intro- 


X | 


E 


L 
X 
i [s] 


= duced by man, viz. economy, can change 


E — this association in his favor with consequent 


EX. 
~ 


_ reduction of diseases. 
1 could trace the first thoughts on ecology 


x and biocoenosis in the ancient Indian philo- 


E 
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hr 
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E there is a saying which means “living be- 


as z 
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- sophic treatise—the Mahabharat.* It men- 


: tions, “The whole world of mortals is an 


Then again 


. interdependent organism." 


ings form the life of other living beings." 
— However, the distinct trend in the orienta- 


a tion of thinking medical men, in enlarging 


E 


the concepts of the genesis of disease to its 


Y relationship with the environment, can be 
E seen only as late as the latter part of the 


nineteenth century. Prof. 


Virchow, the 


- eminent pathologist (1821-1902), tried to 
3 integrate the study of medicine to the social 


and political surroundings of man. In pur- 


E ‘suit of his ideal of such an integration he 
| E - achieved remarkable eminence in the fields 


ES 
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of medicine and also in pot as a Member 
of Parliament of his country. 
MacKenna discussing ecology in its re- 


pe to dermatology, mentions that “most 
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. of us must eventually return not only to the 
. problems encountered in the clinic and at 
the bedside, but to the wider problems of 
adaptation of man to his environment and 


also to prevention of disease." 


In the midst of therapeuGc disposal of 


i eases based on organized knowledge of 


BC 
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C oc p relationship, little does one 
valize that there are other factors “behind” 





..* Dated early centuries Before Christ. 
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such apparent causes as parasitic infections, 
the allergies, the venereal infections, the de- 
ficiency dermatoses, and the metabolic dis- 
eases. These are due to conditions in the 
environment which are made by God and 
man. A study of these-conditions which 
constitute ecology will involve excursions 
beyond the usual endeavors of our daily 
task, into the fields of environmental hy- 
giene and medicine. As a consequence, one 
may also get thoughts on the political phi- 
losophies, at least as far as they influence 
the biologic relationship of man with man. 
However, I shall restrict my remarks to the 
relationship of socioeconomic factors to the 
dermatologic diseases. 

Let us first consider the EAE of 
socioeconomic background of my country 
and see if this explains the genesis of some 
of our cutaneous problems. India is a vast 
subcontinent, with a glorious past, which 


had a highly developed civilization even in — 


2000-2500 years B.C. Sir John Marshall, 
who was responsible for the excavations at 
Mohenjo-daro and Harappa, which date to 
this period, mentions, “the civilization 
hitherto revealed at these two places is not 
an incipient civilization, but already age-old, 
with many millenia of human endeavor 
behind it.” The conditions prevailing then 
served admirably the needs of our people 
up to the fifteenth century. This was per- 
haps the golden era of Indian civilization, 


when our people had acquired remarkable 


skills of achievements in different fields of 
human knowledge such as the philosophies, } 
medicine, architecture, economics and poli- 
tics,§ commerce and navigation,|| astronomy 


+The Vedas (literary meaning: Books of 
Knowledge), 2000-2500 B.C.; the Bhagvad Gita 
(literary meaning: Song of the Lord: A well- 
known philosophic treatise on the conduct of life) 
and the Upanishads (also known as Vedanta, 
meaning the ultimate knowledge), 800 B.C. 

t Ayurveda (Knowledge of Health). Charak 
wrote a treatise on medicine in 320 B.C. and 
Sushruta on surgery in early centuries of the 
Christian era. 

§ Arthashastra of Kautilya (Science of Politics) 
400 B.C. 

|| Mention of commerce and navigation in the 


Milinda, 100 A.D. 
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E: DERMATOLOGIC PROBLEMS IN INDIA 


— to systematic written disciplines. There is 
evidence of a residential University even 

. . around the sixth century D.C. at Taxilla, 
v, where students from different parts of 
: India, Persia, and Afghanistan came. The 
University was specially noted for science, 
medicine, and arts. Physicians who gradu- 
^ ated in medicine from there were highly 
E respected. It is mentioned that whenever 
Buddha felt unwell, he was attended upon 
by a famous physician who had graduated 
from Taxilla. The cutaneous diseases men- 
tioned by them were leukoderma, leprosy, 
eczema, and mycotic infections, besides 14 
other dermatoses. The scenes of our ancient 
civilization are recorded in many ancient 
manuscripts and on the monuments of 
archeological magnificence spread all over 
India. The manner of the life of our people 
e is also documented therein. I propose to 
. Show you a few examples of these from 
four corners of my country, so that you 

may visualize the scene then, and compare 

|». it with the one now, which I shall describe 
= to you shortly. You can also see thereby 
how the impact of a different set of socio- 
economic circumstances generated by the 
industrial revolution of the machine age 
changed the fortunes of a people. The 
impact of newly generated industry and 
commerce changed our socioeconomic con- 
ditions and the fabric of life, for better as 
well as for worse. It was better in terms 
of human progress. However, because of 
the social organization which did not change 
with the new era, it accumulated wealth in 
the hands of few, who by the circumstances 
of life were placed in privileged positions 
at the helm of political, administrative, or 
economic affairs. It was worse for a large 
majority of the rest who happened to be 
the underprivileged and who turned the 
; wheels of industry. The problems of the 
a latter were of adjustments of a vast rural 
= Community with simple habits to the com- 
plexities of urbanization. The adverse ef- 
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P | The first concept of zero and infinity in mathe- 
E matical calculation, 2000-2500 B.C. 
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E : 
fects of such changes are always felt the — 


most by those in the lowest economic levels. $ 


The next fact forcefully brought home - 
to me was the exactitude with which a given - 
set of socioeconomic circumstances can | 
produce identical results in terms of human - 
existence and health even in geographically - 
and racially different populations, thou- - 
sands of miles away and a century apart in 
time. For instance, the socioeconomic scene _ 
in London between 1849-1905, can exactly — 
be duplicated by that which we are facing - E. 
today in the industrial cities. The nature of 3 
existence of an underprivileged community — 
in 1849 was vividly described by Simon? in 
his report regarding the state of health - 
in London. He wrote, *Men and women, 2A 
boys and girls, in scores each, using jointly 
one single, common privy, grown-up per- 
sons of both sexes sleeping in common with- .- 
their married parents, a woman suffering —— 
travail in the midst of males and females . 
Of several families of fellow lodgers in a3 
single room— such are instances of the — 
manner in which a people may relapse when -. 
their domestic comfort is neglected, and -— 
when they are suffered to habituate them- 
selves by their circumstances to the utter- ; 
most depths of physical obscenity and deg- — - | 
radation." E 


~ 


ans 


Let us compare the above scenes of exist- _ 
ence of the poor in London only five — 


N- 
x 


decades ago with those in some of our - 
industrial cities now. Bombay, Madras, 


e E 

and Calcutta can be considered as commer-  . 

cial and industrial capitals of India. In 
E, 


T 


these cities there is a vast congregation of  . 


zu 
~~ 


underprivileged people besides the better 


1? 


economic groups. The scene in the slum 
areas of Madras was described by Rajam* -. 
in 1957. He mentioned, “Between the census — 
of 1941 and that of 1951, the population E 
of the city has doubled. A large section of — | 
the low income or ‘no income’ illiterate, * 
unskilled labour populations live on pave E 
ments, or in low roofed thatched huts under — 
conditions of squalor, dirt, poor hygiene | 
and debased sexual standards. The teeming 


childhood and juvenile section lives in a 
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state of almost complete nudity; eating, 


drinking, sleeping and playing in a foul 


Cunningham, an American Missionary 
doctor in the interior of Bombay State, 


recently mentioned, "India is often classed 


as one of the underdeveloped areas of the 


= world. So the medical profession is faced 


with many problems, as it attempts to share 
its services with the masses of village people 
who are so greatly in need of these. Among 


E the most urgent of these problems may be 


mentioned ignorance and poverty, which 
almost invariably lead to poor health, and 
a vicious circle, from which it is almost 
impossible for the people involved to extri- 


cate themselves without help from their 


brethren outside this circle." Now let us 


= compare the results of such an environment 


in terms of health. The two reliable meas- 


ures of health of a community are the in- 
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fant mortality and the longevity rates. The 
infant mortality rate in India is considered 
to be one of the highest in the world and 1s 
114 per thousand, compared to 19 in Swe- 


- den, 25 in Great Britain, and 41 in France. 


The infant mortality rate in Sweden was 


. also around 125, 75 years ago, when the 
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_ living conditions were poor. The expecta- 


tion of life of an Indian is 32 years com- 
pared to 69 years in U.S.A., 70 years in 
Holland, and 67 years in England. The 
expectancy of life in Sweden was 35 years 
in 1755 and 45 years in Great Britain in 
1900. These figures supply a vivid index 
of the influence of economics on the general 
health of a population. The results of such 
an environment on the personal hygiene was 
described by Farr® in 1900 in Great Brit- 
ain. He wrote “The people still neglect the 


skin; the shower bath with warm, tepid or 


cold water, according to circumstances, 1s 


A not used by people who wash their hands 
. and faces every day more than once." This 


is not true, however, in India, where bath- 
ing with whatever type of water one may 
get is obligatory due to climatic and reli- 
gious influences. But the effect of washing 
is nullified in many cases by the unhygienic 
conditions. 
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The effect of this environment and poor 
personal hygiene on the nature of dermato- 
logic diseases was described by Banks *: 
"Sepsis, parasitic infestations—major and 
minor—the acute infectibus fevers, syphilis 


and tuberculosis, all flourish in the crowded | 


towns and cities. Tj these the processes of 
industrialization had added its own contri- 
bution of malnutrition, deficiency diseases 
and physical and chemical causes of the dis- 
seases of skin." Next, let us examine the 
data of attendance at the Skin and Venereal 
Diseases Departments of some of the hos- 
pitals attached to medical colleges in India. 
These hospitals are usually free, and cater 
to the needs of the lowest income group. 
Hence the nature of cutaneous diseases in 
the hospital clinics reflects the problems of 
maintaining healthy skin under the difficult 


GY 


circumstances of existence of the poor | 


people. 


For the purpose of the theme of my 
presentation, I have grouped the diseases 
in five categories as under: 


I. Diseases of Poor Economy: These in- 
clude parasitic infections the incidence 
of which can be correlated to the poor 
hygiene, and malnutrition leading to 
diminished resistance. 

Social Diseases which include venereal 

diseases. 

Allergy and Eczema: This 

would show the capacity of the skin 

of our people to react abnormally. 

. The Troublesome Three: Psoriasis, 
chronic bulbous diseases including pem- 
phigus, and lichen planus are in this 
group. 

. Finally, the rest of dermatologic dis- 
orders. 


LR 


TIF. 


Later, I shall show you the changes in the 
incidence of diseases in the above grouping 


group 


in the better economic group as represented 


.in the office practice. 


The analysis of figures in Table 1 show 
that more than half of our outpatient load 
is due to the diseases in the first two cate- 
gories, with which I shall deal in detail. Of 
these, scabies, pediculosis, pyoderma, lep- 


Vol. 82, Nov., 1960 





ot wes 


- pud 
^ è Ju. 
2 ~ 2j e 


nm: ‘= 
mes > 
3s Noms 
Loc e *K 
+ + 


oe TABLE 1.—Skin and Venereal Diseases Figures of Hospital Attendance in One Year 
E (1957-1958) * 





Bombay Amritsar Caleutta Delhi 


d 


w - 
Wh Eu 
x 5 


I. Diseases of poor economy 
Arthropods infestations (scabies and 
et. pediculosis) s 

-~ Pyoderma 

/ Leprosy è 

- Skin tuberculosis 

bz Fungus infections 

E II. Social diseases (V.D.) 4,234 (14) 374 ( 4) not supplied 2,602 (15) 786 (15) 

n. . II. Allergy & eczema _ 3,096 (10) 2,236 (20) 3,883 (28) 2,150 (12) 367 ( 7) 

E IV. The troublesome three 336 ( 1) 365 ( 4) 1,227 ( 8) 1,254 ( 7) 110 ( 2) 


3" *) T $ 


14, 277 (47) t 4,642 (42) 6,851 (50) 10,121 (57) 2,879 (57) 
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Lichen planus EE. 

Psoriasis 

Chronic bullous eruptions 
V. The rest 8,456 (28) 


——— 


30,399 


3,481 (30) 


11,098 


1,761 (14) 


13,722 


1,562 ( 9) 


17,689 





Total 





* Seven hospitals replied to the questionnaires. The figures are totalled for the cities of Bombay and Delhi, from which more than 
i one hospital’s statistics were available. Ee. 
y. + Number in parentheses are expressed in %. i E E 


conditions will also be apparent when I shall * 
present to you the records of my office - 
practice. Let us next consider the impact | 
of better economy on some of the remaining - : 
parasitic infections. E 


Leprosy is still a major dermat eric 


e rosy, skin tuberculosis, chancroid, and, to a 
| large extent, fungous infections are pre- 
dominantly influenced by poor hygiene and 
low resistance. Scabies and pyoderma ac- 
count for 66% of cases in this group. The 
influence of better hygiene, better nutrition, 


and less overcrowding on the incidence of 
these diseases can be easily seen from the 
—. report of Banks? He mentions that imme- 
diately after the war, with its consequent 
influence on the breakdown of family fab- 
ER ric, nutrition, and hygiene, cases of impetigo 


quU 


‘ 


¥ 


E among school children in England num- 
E bered 64,000, while five years later, with 
F . settled conditions, they were only 27,000. 


Incidence of scabies in the school children 
: declined from 38,000 to 4,725 during the 
E. same period. He also mentions the decline 


-  . of this disease to demonstrate to students." 
: The incidence of ringworm in the office 

practice in the U.S.A. was mentioned to 
have decreased in 1958 as compared to the 


E in scalp ringworm. Grant Peterkin 8 docu- 
p. . ments a steep rise in the incidence of scabies 
i between 1941-1944 and then a steady de- 
= cline to a very low level in 1958, when he 
É . remarks that “it is difficult to find examples 


. year 1926? This may be associated with 
_ the improved living standards. These 
E changes in the cutaneous disease pattern 
| 

Ai brought about by economy and the living 
Eu 

Se Desai 

a 

Bk: ce 


problem with us. It is computed from scant 
available statistics that there are 2,000,000 
cases of leprosy in India. There are large E 
endemic tracts of this disease in the a 
nomically backward regions of our country. - 
Besides, in the cities, there are more cases _ 
in the poorer sections. Figueredo and Desai !9 
have shown how leprosy spreads among the _ 
lower economic group. They reported that — 
10% of apparently healthy contacts (25 out . . 
of 254) were bacteriologically positive <a 
concentration technique even though they — 
showed no suspicious lesions. Many of these _ 
later developed active disease. The relation- 
ship of the decreased incidence of this dis- 3 
ease to the socioeconomic and hygienic | d 
betterment of the people can be seen in the 
disappearance of endemic leprosy and lep- 
rosaria from Norway, England, and many 
other countries of Europe with improved 3 
living standarels. It was endemic in the very - E 
same countries in the middle ages (1000- _ 
1400 A.D.). It still exists in economically — 
poorer countries of Europe such as te /— 
Balkan States, Spain, Portugal, and Euro- — 


oms | 
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< pean Russia, showing the importance of 
? E socioeconomic conditions more than the 
E Conimenting on this, Coch- 
= rane'! mentions, "the story therefore of 
E ~ decline of leprosy in Europe emphasizes one 

fact above all others, and that is, when 

circumstances arise which so improve the 
L social conditions of the people, that there 
E is less overcrowding with less opportunities 
a 5i for contact between individuals, the disease 
E. then begins to disappear from the country." 
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7 Next I wish to demonstrate to you the 
a influence of economics as well as habits on 
= the disease. Skin tuberculosis with its many 
E dermatologic patterns is still not rare in 
India. It was one of the major skin prob- 

= lems of the past in European communities, 
E (as can be gathered by many case reports 
and by the existence of centers of apen S 
E enting on the deii of this disease: pres 
x ly mentions the important role of improved 
Eun conditions and successful public 

— health campaigns. The causation of skin 
y p. tuberculosis runs parallel with the incidence 
E Of systemic tuberculosis. We see many 
4 cases of lupus vulgaris and verrucous skin 
_ tuberculosis with localization on areas of 
trauma, such as the gluteal regions, the soles 

4 of feet, the elbows, and the face. The 
opportunities for such infections have been 
| 4 traced by me to (1) a lack of adequate 
protection by footwear and clothing, and 
— (2) chances of traumatic inoculations from 
~ the dust contaminated owing to indiscrimi- 


5 


- nate spitting by open cases of lung tubercu- 
— losis’? The same factors of traumatic 
- inoculations of other infective organisms 
- on the bare feet explain many cases of 
- maduromycosis and actinomycosis in the 
-- agricultural communities. Considering the 
— incidence of different types of dermatomy- 
= cosis in our mycology section, we had re- 
.. ported? that there is less incidence of 
-  dermatophytosis of feet (l&ss than 5%) 
` compared to the published data from the 
European communities. This is due to 
4 E less opportunities for the fungus to thrive 
P in the dry, thick, and. bare skin of the feet. 
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That changes in the habit with better living? 
standards can bring about a change in the 
incidence of this disease is documented by 
Marchionini.^ He mentions increased in- 
cidence of dermatophytosis of feet follow- 
ing more widespread usage of footwear on 
improvement of living standards in Turkey. 
These instances classically demonstrate the 
influence of habits on the host-parasite rela- 
tionships. 

Venereal diseases constitute an interest- 
ing field which reflects the socioeconomic 
factors operating in a community. These 
diseases are responsible for almost a sixth 
of our caseload. In the genesis of these 
diseases, the advantages of improved econ- 
omy are balanced by the disadvantages of 
a loose social fabric generated by the very 
same economic factors. Hence one does not 
see a commensurate fall in the incidence of 
venereal diseases with better economy. Thus 
arises the common saying that "civilization 
is syphilization!" I shall restrict my com- 
ments to the impact of poor economy on the 
incidence of venereal diseases. Poor eco- 
nomic circumstances are responsible for a 
lack of opportunity for a normal family life, 
and for lack of education, restricting the 
intellectual diversions. Sex is the only 
recreation easily available to a vast majority 
with lesser intellectual developments. This 
must result in a high incidence of venereal 
diseases, particularly in the low-income city 


population. Reporting on the relative inci- - 


dence of venereal diseases according to vo- 
cational groups, Jungalwalla !? mentions 
6296 incidence in the low-income group con- 
sisting of laborers and domestic servants. 
Another outcome of poor living standards 
is also seen in the existence of nonvenereal 
primary childhood syphilis among the poor 
sections of slum dwellers reported by 
Rajam.* Then there are special foci of high 
endemicity of syphilis among the aboriginal 
tribes. These tribes constitute the original 
inhabitants of India, who were crowded out 
by the migrants from Central and Eastern 
Asia in prehistoric times. There are iso- 


lated pockets of these people in many parts | 
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of India, and these are still inaccessible to predominant role of socioeconomic sur- * 


[c 
~ A modern transport. Due to backward exist-  roundings in the causation of parasitic — 
E . ence, and peculiar social customs in certain diseases of the skin, but also get an explana a 
E tribes, one man is allowed several wives, and tion for some of the peculiarities of disease — 
Ee. quite the opposite*in another tribe, several pictures in different geographic areas. | E 
E brothers share orte wife! In a close com- Having considered this, I wish to offer 
E .  munity with the aboye-mentioned social you another perspective of the inter-rela- - * 
f | habits, if a disease like syphilis is intro-  tionship of the two important facets of 3 
i^ duced, the whole community is likely to human existence, viz., economics and bi o- d : 
i share it over a period of years. The influ-  coenosis. ie 
ence of social factors on the incidence of ee 
i^ venereal diseases according to marital status Influence of Ec onomy on Biocoeno ds 
| has also a peculiarity in our country which » 3 
is at variance with yours. Tampi 9 and Biocoenosis is defined as an association | 


others reported the prevalence rate of Of organisms which are ecologically inter- | P. 
a 68.5% among the married from the poor dependent. It would be useful to have an 

and middle classes who attended their clinic Understanding of the biocoenotic relation- | 

at Delhi. Compared to this, the British ships of different living organisms, of which - 

Co-operative Clinical Group reported 68.8% man is but one part. Proper understanding 

and United States Public Health Service of this Enpviedge will enable the ae 

70% in the unmarried. On analyzing fur- 1s the only “thinking” species of the whole 4 
| ther this contrast between the married  group—to improve his position in the group. 
|... persons of the East and the West, they men- Let us first see how man changed. the | 
5 tion, “Early marriage is still prevalent. In ecologic balance of nature in the process of. 
such instances even though the individual is civilization. Evolution of social organiza- - d 
married, he has to find a sexual outlet by tion of man from primitive existence intro- - 
resorting to extra-marital sources, due to duced new situations. For example, as he | 
—  . lack of sexual maturity of the spouse. An- started to live in a community without ade- E i 
= other reason is entirely economic. The hus- quate preparations to stay as a group, he E- 
2 band finds it difficult to sustain the family created in his environments rr c E 
-in the urban conditions, and consequently he problems of housing and hygiene, and of . 
lives alone, and has to seek extra-marital necessities for storage of food and disposal 4 
contacts to satisfy the sex urge.” These of waste. These in turn attracted animals,  . 
facts show very vividly some of the eco- rodents, and insects with their own micro- 
logic factors which are operative in the bial flora, thus completing the biocoenotic — 


rur 
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skin and body healthy even in the midst of learned the causative role played by the | 
á unfavorable circumstances. This can be vectors and the germs in his ill-health and | 
— vividly demonstrated in the fisherfolk. In took measures to eradicate them wherever | 
4 spite of ignorance and poverty, they have possible. If he could not achieve this, he | E 

less ill health because their staple diet of learned to “coexist” with them with the | 5 
fish and rice makes their nutrition better development of immunization procedures. | 3 
than others in similar circumstances. Their Thus, he again changed the biocoenotic . 
skin is also comparatively more healthy balance in a way more favorable to himself. - 
because of constant exposure to sun rays. This process has already taken place in an. 
— From this evidence, we not only see the advanced degree in your environments, M E 
© Desai -— : 
pes. Ey. \ > E 


. Social conditions of the poor economic balance. With improvement of economy he d 
E. groups. got the leisure and an opportunity to visu- - E. 
E 2 Suitable nutrition and an outdoor occupa- alize the unfavorable factors of his own | 
- . fion giving less opportunities of exposure creation, and he started improving these — 
Ey to unhygienic surroundings can maintain the for a better organized society. He also = 
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has started taking place in other countries, 
— which are popularly known as underdevel- 

^ | ped areas. 
E The factors of environmental hygiene 
| and immunity play possibly the most im- 
. portant role in not only the genesis of dis- 
 eases, but also on the severity of disease 
3 E eue. Phagedenic ulcers, so-called Ulcus 
3 = tropicum, severe cases of filarial lymph- 
E . edema, severe varieties of smallpox, exten- 
= sive pictures of skin tuberculosis, and 
E A - destructive ulcerations of treponematoses, 
all of which adorn the illustrative material 
me ot textbooks of tropical diseases, are noth- 
E ing but an expression of poverty, ignorance, 
. and an unfavorable biocoenotic balance be- 
- tween man and the microbe. This balance 
1 can be changed by education of the public, 
s Eom of environmental hygiene, 
- Baton of vectors of diseases, improved 
nutrition, and applications of techniques of 
= _ immunological protection leading to better 
. resistance. All these in turn depend on 
"economy, which is the most important single 
link introduced by man in nature’s balance 

- of biocoenosis. 

3 The role of improved economy in the 
_ Cutaneous disease pattern can also be docu- 
_ mented by comparing the diagnosis of cases 
in my office practice with the figures of 
. hospital attendance. I have grouped the 
E - diseases in the same fashion as the figures 
- for hospital attendance. Table 2 gives this 

4 — information. 
E _ We see from this that there is a sizable 
reduction in the diseases of poor economy 
p. ety half. Chronic infections such as leprosy 
- and mycotic infections account for 80% 
_ of cases in this group. The fall in the per- 


2 TABLE 2.—Nature of Skin Diseases in the 
MS Office Practice in Bombay (One Year) 












Description No. of Cases 

^20 I. Diseases of poor economy 821 (27.0%) 
-IL Social diseases e 47 ( 1.0%) 

l m. Allergy and eczema 797 (27.0 %) 
w a IV. The troublesome three 272 ( 9.0%) 


— V. The rest 1,045 (34.0 97) 





'Total 2,982 
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TABLE 3.—Ten Common Dermatoses in 
Office Practice in One Year 





1. Allergy and eczema 27.0% * 
2. Fungous infections 13.2% 
3. Vitiligo : 10.8 % 
4, Leprosy 7.1% 
5. Dyschromia £ 4.5% 
6. Psoriasis 3.3% 
7. Pyoderma . 2.1% 
8. Lichen planus 2.0% 

9. Acne vulgaris 0.595 
10. Seborrheic dermatitis 0.5 95 
The Rest 29.0% 
100.0% 


* All figures expressed in %. 


centage of social diseases can be due to their 
lower incidence as well as their shift from 
the consultants to the hands of the family 
physician. The increased proportions of 
allergy, eczema, lichen planus, psoriasis, and 
bullous diseases reflect the difficult derma- 
tologic problems. 


Next, I have listed the 10 common der- 
matologic diseases, according to their inci- 
dence, to compare with similar information 
published by Corson ® and his oe in 
the USA: 


Several interesting comparable deductions 
can be made from Table 3. Allergy and 
eczema head the list and compare with the 
same findings by Corson. However, con- 
trary to the situation in the United States, 
contact eczema constitutes only 796 of the 
total in this group. The majority of cases 
are eczematous dermatitis following para- 
sitic infections or due to systemic allergy. 
Fungous disease is our second major prob- 
lem, and this reminds one of Goodman's !? 
title of a report in 1929, “Tinea, the Second 
Most Prevalent Disease of the Skin." With 
improvement of your living standards it has 
gone down to the sixth place in Corson's ? 
figures of 1959. Scabies is not seen in the 
"first 10" list and pyoderma has taken the 
sixth place, contrary to the hospital figures 
where they are in the first two places. 
Vitiligo and other temporary disturbances 
of pigmentation termed dyschromias are 
peculiar problems of more pigmented skin. 
They account for 15% of office practice. 
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The rest of the GERNE mentioned in 
Table 3 do not require any “ecologic” com- 
ment. 


Having given you some ideas of the in- 
fluence of socioeconomic factors on ecology 
and of economics on biocoenosis, let us see 
if we can predict the trends of dermatologic 
pattern of the future. With industrialization 
and improving economic standards a change 
in the pattern of skin problems may occur 
in hospital practice. Coincidentally, severe 
and widespread parasitic diseases of skin 
should diminish as a consequence of better 
living standards. The incidence of diseases 
such as leprosy and skin tuberculosis should 
become less. In the venereal diseases group, 
the diminution of cases of acute gonorrhea 
and late syphilis is already visible in our 
hospital records. This can also be attributed 
to the large-scale use of penicillin, which is 
now within reach of the poorer sections. 
The impact of antibiotics in reducing the 
incidence of other infections like pneu- 
monia, bacillary dysenteries, typhoid, chol- 
era, meningococcal and pneumococcal 
meningitis, is equally felt. The contact and 
systemic chemical allergies may also pos- 
sibly increase with new chemicals being 
used in the modern ways of life. I have 
formed an impression that the magnitude 
of the problem of contact chemical sensi- 
tization would not be commensurate with 
yours, as the brown skin is “dermatologi- 
cally" more resistant to chemical trauma. In 
spite of the lack of efficient protective meas- 
ures in many color, chemical, textile, petro- 
leum, and cement industries around Bombay, 
and current widespread use of synthetic 
materials, we do not see as many cases of 
contact dermatitis as one would expect to 
see. Having already been endowed with 
your ideal of a brown skin, your problems 
of cosmetic improvements of a white skin 
to a more desired tint, will not engage our 
time in research! However, the major 
burden of our color problems will be that 
of restoring to normal, variegated dyschro- 
mias and depigmentations which you do not 
see as much. 
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I have given an idea of the dermatoloiMg a 
problems of underdeveloped areas to you 
who know the cutaneous problems of an | 
"overdeveloped" economy. We have vesci 
these diseases with the perspective of | 
biologic ecology and economics. Ecology — d 
provides a third dimension to the bidimen- 
sional view of etiology and pathogenesis o f 9$ 
diseases with which we generally becom x 
familiar in the course of our studies ; and - 
practice. It is an important dimension : t 
recognize from the point of view of prever n- 
tion of diseases. The lesson we learn ne f: 
such an ecologic perspective is that ever y 3 
well-developed Skin and Venereal Disease 
Department should orient the thinking- to. 
the genesis of diseases and their prevention : 
Hence, they should have the services of ^ 
paramedical personnel like Health Visitors. _ z 
The latter are necessary for taking effecting: 
measures to prevent the spread ofa disease 
around each unit of it in the form of a - 
patient. They can also serve to educate e 
public in improving their unfavorable sur- - 
roundings. This is of obligatory importance . 
in underdeveloped areas. Absence of such 
a facility transforms the entrance and the  - 
exit of a clinic into a revolving door, = 
through which the same patient goes round 78 
and round. WE 

One might also use this ecologic knowl- - 4 
edge in "reverse." Thus we may say, that - 
one can visualize through a “retrospecto: — 
scope" the socioeconomic development of a * 
community by the study of diagnostic rec- E 
ords of its cutaneous problems. This abil- | 
ity of projection and retrospection should — 
equip the practicing dermatologist to the | 
realization of factors "behind" the appareat 
etiology which he must not ignore. E 

Ladies and gentlemen, in this presenta- 
tion, I have offered you nothing "newer" - 
than a perspective and a viewpoint, and E 
hope you have liked the view. 


Many friendsehave helped in the preparation of 
this article by gathering facts from various sources. | 
In particular I wish to thank: (1) Dr. A. K.- 
Awachat, Hon. Dermatologist, Safdarjung Hot 
pital, Delhi; Dr. P. N. Behl, Hon. Dermatologist, - 
Irvin Hospital, Delhi; Dr. H. J. Choksi, Hon. s 
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| Dermatologist and Venereologist, B. Y. L. Nair 
lospital, Bombay; Dr. R. N. Choudhary, Director, 
£ - School of Tropical Medicine, Calcutta; Dr. O. 
Eo s, Professor of Dermatology, Christian Medi- 
"cal College, Vellore, and Dr. K. C. Kandhary, 
hr, Associate Professor of Dermatology, Amritsar, 
3: for supplying their departmental statistics which 














= ire incorporated in the main Table; (2) Prof. 
| p E. Crew, F.R.S., Visiting W.H.O. Pro- 
E ssor of Social and Pied Medicine, T. N. 


E Med dical College, Bombay, and Dr. R. V. Sanz- 
— giri, Consulting Pediatrician, Bai Jerbai Wadia 
E onis for Children, for helpful discussions and 
J,stiggestions. 


~ 68, Marine Drive (1). 
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Concerning Adult Colloid Milium 


PHILIP C. HOLZBERGER, M.D., Aruba, Netherlands Antilles 


Since 1866, when first described, colloid 
milium has been considered uncommon. In 
1950, Ferreira-Marques and van Uden! re- 
viewed the literature and could ascertain 
only 60 recorded cases. In 1955, Zoon,? 
who wrote authoritatively on the subject, 
referred to colloid milium as “rare.” In 
1959, Guin and Seale? presented 7 cases, 
collected over a period of 6 years, bringing 
the total number of reported cases to just 
over 90. Significantly, Quin and Seale state 
that they “do not believe the condition is as 


. rare as the sparsity of reports would indi- 


Cate: 

This article presents a report based on 
28 new cases, obtained under the rather 
particular circumstances of industrial prac- 
tice in a tropical oil refinery. The first 2 
cases were noted the same day, during rou- 
Histo- 
pathological diagnosis initiated. further 
investigation, and over the next 12 months, 
beginning October, 1957, 28 histologically 
proven cases were collected. The number 
might have been considerably larger had 
the search been more active and had all 
suspects submitted to biopsy. However, con- 
sidering the reported rarity of colloid milium 
and the possibility of industrial relationship, 
a series of this size seems significant. 


General Considerations 


Grossly, the individual lesion of colloid 
milium is a yellowish pellucid papule, vary- 
ing from 0.5 to 5 mm. in diameter. Classi- 
cally these lesions cluster in exposed areas 
—the temples, cheeks, and ears, and the 
dorsa of the hands and forearms. 

Histologically, colloid milium papules are 
homogeneous masses of eosinophilic colloid, 
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lying in the upper cutis. Frequently 
contain clefted defects, called fractures 
Staining with Congo red fails to reveal - 


ws 
P 


amyloid. | B 
Zoon's group, and Becker and Wils on* 
as well, excochleated such lesions and. Pd 
tained a gelatinous material. This they sub- 
jected to two-dimensional chromatography, 
and they point out that the colloid, by virtue - 
of its amino acid composition, bears a clos: er : 
chemical resemblance to the serum protei ns. Pe 
than it does to the nearby collagen an ad 
elastin fibers. Accordingly, they believe t 
colloid to be a serum derivative. Others 
however, do not share this view, and f 
that probably the colloid matter results ne om 
the local breakdown of collagen- clastin 
fibers. The question remains open. 

As an entity, colloid milium demand dif- | 
ferentiation from collagen degeneration, 1 T ke 
a recent article on solar carcinogenesis, r 
Mackie and McGovern ê distinguish clearly -. 
between the two. To paraphrase: 

Collagen degeneration (senile elastosis, "m 
atrophy, sailor's skin, etc.) is quite common, in- 
creasing in incidence with solar exposure and - 
degree of fairness of the skin. Grossly, skin so E. 
affected has a thick, woven appearance, beg | 
diffusely furrowed and relatively inelastic. Mic E a 
scopically, collagen degeneration characteristically bg 
begins about the vessels of the subpapillary plex 
with replacement of collagen fibers by elastic fibri 
As the process advances, these are degraded inte 
diffuse masses of amorphous, faintly E 
material, which spread parallel to the skin surface ll 
and rise to meet it, eventually flattening and - 
atrophying the epidermis. em 

By contrast, the circumscribed, eosinoph ilie 
nodules of colloid milium form in or just below t the 
dermal papillae, and when mature seem almos 
extruded by The underlying, relatively healt he i 
corium. Both colloid milium and collagen de gen- 
eration can co-exist in the same skin. E. 

Clinically, colloid milium seems divisib le 


into two types by the age of the patient. 
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Typical morphology and distribution of colloid milium lesions on the hands of the patients 
described herein. 
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The juvenile form is exceedingly rare, and 
erent spontaneously reversible, while 
the acquired or adult form, comprising Pea 
90% of the cases previously reported, i 
permanent unless .the lesions are dci 
ically removed. * 


Report on Twenty-Eight New Cases 
of Colloid Milium 


1. Delineation of the Group.—This report 
is preliminary, and individual histories will 
. not be included. However, the 28 patients 


f 
Num 
" 
AS 


ot bey be presented have so much in common 
crat they form a definite group. 


All are adult males, ages 25 to 58 (aver- 
age 42 years). 

All are and have been employed out- 
doors, doing heavy work in a tropical re- 
finery, from 4 to 27 years (average 17+ 
years). 

During this time, all have repeatedly 
washed their hands and forearms in medium 
petroleum products—gas-oil * particularly, 
gasoline rarely. 

All show histologically proven colloid 
milium in special locations on their hands— 
over the dorsum of the web between thumb 
and index finger, and across the knuckles. 
Two of these patients showed histologically 
proven colloid milium on the dorsal aspect 
of the left forearm as well. Counterstaining 
specifically ruled out amyloid disease. 

By classification of degree of pigmenta- 
tion, all are Type 2 of Mackie and Mc- 
Govern—i.e., olive-skinned, and reacting to 
solar radiation by even deposition of more 
pigment in exposed areas. None is fair- 
skinned, or freckled, or Negro. : 

Ethnologically, 26 of the 28 are Arubianos, 
a mixture of Dutch, Spanish, and Carib 
Indian. The 2 non-Aruban patients are, 


* Gas-oil is the name given to a somewhat colored 
oil of low viscosity, which in its virgin state is 
used as automotive diesel fuel or in oil burners 
for heating, and when obtained by cracking is 
primarily for marine diesel use. 

+ All biopsy specimens were prepared and in- 
terpreted by Dr. Ph. R. Rezek, Head of the 
Department of Pathology, Jackson Memorial Hos- 
pital, Miami, Fla. 
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.by and large at variance with most of - 


respectively, a Suriname Eurasian and ; 
Caucasian of German ancestry. 

2. Concerning the Common Factors of t 
Group.— he fact that all these patients are 
men reflects only that heavy labor in an oil — 
refinery is, in Western countries, exclu- = 
sively men’s work. Excluding women, | 3 
though, does not mean that under the same 
circumstances they would not share the sa ie 
dermatosis. bx 

The nature of the work and the environ- - E 
ment in which it is performed seem im- J| 
portant. Heavy labor involves use of e 
hands as strong grasping tools. This means | 
that the skin over the knuckles and in tł he 
web between thumb and index finger is re 
peatedly and forcibly stretched. The patients | 
presented in this series perform such work T 
in a constant tropical sun (latitude 12°) ja 2$ 
Each working day, over periods of : year: A 
all 28 have cleansed their hands in gas 
and often still do, despite orders to the col 
trary. Furthermore, most of these patients . 
attribute the changes in the skin of hue 
hands to this misuse; among the physicians | 
in the Employee Medical Center, such - 
changes are called "chronic gas-oil derma- E 
titis." v 

These findings are curious, for they are-- 


the material thus far published regarding the 
nature of colloid milium and the types o! s f 
patient affected. Of the 60 cases in Ferreira- 
i LR and van POE s 1950 review off , e 


ber- 


face and band lesions; 14 (23%) tae | 
and hand lesions; 6 (10%) face and m 1ec ; 
lesions; and 1 (1+%) neck lesions c on. 
Or, of the cases reported up to 1950, 85% 
had lesions on the face and neck. Of 
28 cases in the series now presented, none. 
showed face or neck lesions, though 71 had 
colloid milium biopsied from their | fore i 
arms as well as their hands. & UN 
In addition, most texts and articles str ess RC 
that fairness of skin is a predominating —. 
characteristic among colloid milium patients. — 
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E Wet all 28 patients in this series are definitely 
S of dark complexion. 
E 3. Other Dermatological and General 
- Medical Considerations.—One of the most 
E . satisfying aspects of practice in an industrial 
| 1 . clinic is the availability of complete medical 
= records, kept since the patient's date of 
- employment. Pertinent to this series, these 
* records show no common findings other 
E than those already reported. 
| There is but one instance of a possibly 
. related skin disease: a small squamous-cell 
carcinoma and 2 senile keratoses (solar 
origin?) removed from the forearms of 
. the only pure Caucasian of the group. In ad- 
-— dition, one 40-year-old Arubiano who used 
_ tobacco heavily showed long-standing leu- 
. koplakia of the lips and buccal mucosa. 
- Another presented a past history ( 1948) of 
Bi tadiagnosed dermatitis about the left knee, 
which responded to fungicidal therapy. Still 
. another developed acute lichen planus in 
1958. Otherwise, all have had their share 
- of dermatomycoses, miliaria, impetigo, and 
- the multitude of dermatoses that sweaty, 
E dirty work engenders. 
— The general medical condition of all again 
= is of such diversity that it contributes noth- 
-. ing to this study. None of these patients 
3 ^ showed clinical or laboratory evidence of 
- porphyria. Ten of the 28 were chosen at 
random for electrophoretic chromatography 
studies of their serum proteins, but no 
abnormalities were revealed. Among the 
... members of the group were 2 patients aller- 
gic to penicillin (urticaria), and 1 late latent 









syphilitic, more than adequately treated 
.. over 10 years ago. 
E Comment 
E It is not the intention of this paper to 


. propose an etiological theory behind these 
= cases of colloid milium. However, on a post 
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hoc propter hoc basis, the interesting pos- 
sibility of a cause and effect relationship 
may be entertained, involving a constella- 


tion of sun + stretch + gas-oil with the $ 


appearance of an uncommon disease on the 
hands of workers so expesed. These factors 
are very possibly peculiar to a local situa- 
tion. It is my opinión that the matter merits 
further investigation. | 
The author wishes to thank John Dougherty, 
M.D. Department of Dermatology, New York 


Hospital, for his assistance in reviewing the ma- 
terial here presented, 


671 Seroe Colorado, Aruba, N.A. 


Addendum 


In the light of the recent article, “Amyloi- 
dosis: A New Clinical Type" by Wooldridge 
and Frerichs (ArcH. Dermat. 82:230, 
1960), the possibility exists that so-called 
juvenile colloid milium of the face is a 
related but different entity. 
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Corticosteroid Treatment of Pemphigus 


Experience with Fifty Cases over a Period of Ten Years 


SAUL L. SANDERS, M.D.; MARVIN BRODEY, M.D., and CARL T, NELSON, M.D., New York 


The last decade has seen two significant 
advances in the diagnosis and management 
of pemphigus. The first was the recognition 
that acantholysis and the formation of in- 
traepidermal bullae are invaluable criteria 
for the proper histopathological identifica- 
tion of patients with true pemphigus; the 
second was the advent of corticosteroids, 
which gave dermatologists, for the first time, 


a consistently effective means of therapy. 


Clinical results during the last 10 years 
have confirmed the observation that in- 
ternally administered corticosteroids are the 
best agents for controlling, but not curing, 
pemphigus. Despite the many risks attendant 
upon long-term corticosteroid therapy, it 
remains the only really effective treatment 
for this disease. 

Our experience with the corticosteroid 
treatment of pemphigus comprises 50 pa- 
tients who have been observed for as long 
as 124 months from the onset of their dis- 
ease. The purpose of this report is to de- 
scribe the clinical characteristics of this 
group of patients in whom the histopatho- 
logical findings corroborated the clinical 
diagnosis and to record the results of cor- 
ticosteroid treatment in these patients over 
a 10-year period. 


Selection of Patients 


The cases in this survey include 50 con- 
secutive patients who fulfilled the clinical 
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and histopathological criteria necessary for 
a diagnosis of pemphigus. Excluded from . 
this report are 20 patients in whom the | 
clinical diagnosis of pemphigus was strongly — 
entertained but who failed to show an in- 
traepidermal bulla with acantholysis on - 
biopsy. It is significant that none of these — 
20 patients has died as a result of the - 
bullous disease. Although the exclusion of — 
these cases from our series may seem overly id 
stringent, we believe that this rigid ad 
herence to the histopathological criteria. for A 
the diagnosis of pemphigus is justified.“ "t 3 
Failure to observe such criteria leads to the 
inclusion of patients with bullous diseases - 
other than true pemphigus and makes it 
difficult to compare the results of therapy | 
in different series. In reviewing the litera- — 
ture on the treatment of pemphigus with — ; 
corticosteroids, we found it virtually im- 4 
possible because of this factor to compare . 
our results with those of others.9! | 3 


Clinical Characteristics E 


In this series of patients, 31 were male . 
and 19 female; 45 were white, 4 Negro, - " 
and 1 Oriental. Thirty-four patients were — 
Jewish. The ages at onset ranged from 
23 to 72 years with the peak incidence in — 
the 40- to 60-year group (Table 1). The — 


TABLE l.—4ges at Onset and Mortality 
in 50 Cases of Pemphigus 





Age (Yr.) Number Living Dead X F, À 
21-30 1 0 1 E 
31-40 10 10 0 82 
41-50 e 16 7 9 a 
51-60 13 7 6 2: 
61-70 9 1 8 n. 
71-80 1 0 1 E 

Totals 50 25 25 » 
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Pemphigus Pemphigus 
Vulgaris, Erythematosus, 

37 Patients 7 Patients 

27 1 

5 2 

1 1 

3 
2 


TABLE 2.—Original Area of Involvement in 50 Cases of Pemphigus 
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Pemphigus Pemphigus 
Foliaceus, Vegetans, 
4 Patients 2 Patients Totals 
1 e 29 
2 : 9 
1 3 
3 
" 2 
1 
1 1 
1 1 
1^ 





. cases were classified clinically as follows: 
_ pemphigus vulgaris, 37; pemphigus erythem- 
. atosus, 7; pemphigus foliaceus, 4; and 
Ee vegetans, 2. It was difficult to 
maintain a strict separation of the vulgaris, 
Bdenaosus and vegetans types since they 
"appeared to blend with one another through- 
* | cont the clinical course of the disease. The 
patients with pemphigus foliaceus, however, 
E emained distinctive. 


~ The area first involved was the mouth 
in 29 cases and the trunk (including the 
- umbilicus) in 9. The other initial areas 
- of involvement are listed in Table 2. Forty- 
four of the 50 patients developed oral 
- lesions at some time during their disease. 
~ Ocular involvement was noted in 32 patients 
- with conjunctivitis the principal manifesta- 
- tion, Only 4 patients showed erosions or 
- vesicles on the conjunctiva.  Epiglottal, 
E - laryngeal, and/or pharyngeal erosions or 
— bullae were noted in 9 patients. 
3. It is noteworthy that 19 of the 50 pa- 
. tients had associated illnesses prior to the 
- onset of corticosteroid therapy. Seven of 
these showed evidence of psychiatric dis- 
- turbances ranging from psychoneurosis to 
schizophrenia. Five patients had proved 
duodenal ulcers, and arteriosclerotic heart 
_ disease was also present in 5. One patient 
had adenocarcinoma of the breast, and 
another had a localized adenocarcinoma of 
- the colon. Each of the following illnesses 
- was seen in one patient: myasthenia gravis, 
— hypertension, paralysis agitans, rheumatoid 
arthritis, diabetes mellitus, psoriasis, and 
_ widespread Trichophyton rubrum infection. 
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Thirty-one showed no evidence of asso- 
ciated illness at the onset of their pemphigus. 


Method of Treatment 


All patients were hospitalized at some time 
during the course of their illness. Base-line 
observations as well as subsequent follow-up 
studies were similar to those described in 
our previous papers.'^!? The evaluation of 
these patients included a complete history 
and physical examination, hemogram, uri- 
nalysis, erythrocyte sedimentation rate, blood 
urea nitrogen, fasting blood sugar, total pro- 
tein with electrophoretic pattern, serum 
electrolytes, stool guaiac, electrocardiogram, 
roentgenograms of the chest and vertebral 
column, and an upper gastrointestinal series 
when indicated. While the patient was on 
large doses of steroids the daily weight, 
blood pressure, urine for glucose, and fluid 
balance were recorded. Low-salt, high-pro- 
tein bland diets, potassium chloride, and 
antacids were routinely prescribed. Some 
of the patients also received estrogen- 
androgen treatment for its anabolic effect 
and calcium supplements in an attempt to 
retard osteoporosis. Antibiotics, digitalis, 
diuretics, anticoagulants, anticholinergics, in- 
sulin, and psychomimetics were used when 
indicated. 

Corticotropin, cortisone and its derivatives, 
prednisone, methylprednisolone, triamcin- 
olone, and dexamethasone were used in var- 
ious patients at different dosage schedules 
and at different times. Since these drugs 


were used interchangeably, the dosage was | 
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^ calculated in cortisone equivalents.* Al-  Corticotropin was not used for mainte- — E 

- J though some of these compounds as eval- nance therapy in the majority of patients. - 

-~ uated by the patients seemed more The criterion for adequate suppression of E 

_ satisfactory than others, all appeared ob- the disease by corticosteroids was the ab- | 
jectively to be equally effective in controlling sence of all cutaneous manifestations of ^ k 
the disease when given in equivalent pemphigus. The response of oral lesions - 

amounts. : proved to be a poor indication of the ic 

Most patients were started on a dosage gree of control. Erosions of the mouth in — 

schedule of 300 mg. to 800 mg. cortisone pemphigus are the last lesions: to heal and — E. 
equivalents daily. Intramuscular corticotro- often persist many months after all cu- - 

| pin (40 to 80 units per day) was usually taneous lesions have cleared. Only if oral | 

. given as part of the total corticosteroid erosions were the sole lesions present did 

-~ dosage at the onset of treatment. If there. we attempt to use their response as an | 

was no response to the original dosage indication of effectiveness of therapy. iN 

| after 7 to 10 days, the amount of corti- Although the maintenance dose require ds 

: costeroid was then doubled. by any patient cannot be predicted, 21 of 

| Once the disease was controlled as evi- the 25 surviving patients in this seriei 

à denced by the absence of new lesions for at are at present maintained on 75 mg. or less ^ 
least 5 to 7 days and healing of the cu- of cortisone equivalents per day. None of. 
taneous lesions already present, the daily these patients remains free from lesions for 
dosage was reduced over a period of weeks more than a few weeks if the corticosteroids | 
to 150 to 200 mg. cortisone equivalents. are discontinued. A 

; Thereafter, further reduction was very E 

— gradual Usually, many months were re- | KORUNA = Trpalinent E 

= quired before a daily maintenance dosage Of the 50 patients in this series 25 are - 

of 75 to 100 mg. of cortisone equivalents POW dead (Tables 1 and 3). The et oe 

| . was achieved. If an exacerbation of the Causes of death are listed in Table 4. In- | 

S disease occurred, the daily amount of cor- cluded in the 25 deaths are three patients ' 

.  ficosteroid was usually increased to twice with pemphigus vulgaris who died of un- | 

. that in effect when the flare-up was noted. related causes at a time when their pem- . 

" * Equivalent doses of various corticosteroids phigus "a compl etely controlled by small | 
were estimated as follows: aqueous corticotropin,  2inounts of corticosteroids. In summary, | = 

E = ] unit intravenously = 10 mg. of cortisone; therefore, 22 (or 44% ) of 50 patients with |. 

] 1 corticotropin gel, 1 unit intramuscularly = 5 mg. pemphigus have died of causes closely re- a 

& of cortisone; hydrocortisone, 1 mg. — 1 mg. of ated to their disease or its treatment. E. 

cortisone; 5 mg. prednisone — 25 mg. of corti- T yd £^ tenertabos 15; NN 

ES A. sone; 4 mg. methyl prednisolone = 25 mg. of corti- PN ae 9 : ms : po diat. Ei 

" sone; 4 mg. triamcinolone = 25 mg. of cortisone; — 5€55!ng this high mortality rate. Fourteen — 

E 1 mg. dexamethasone = 30 mg. of cortisone. , of these patients were treated for prolonged — 





TABLE 3.—Mortality in 50 Cases of Pemphigus by Type of Disease and Sex E 











Number B. 
Male Female E 
Type of Number of <3 
Pemphigus Patients Living Dead Living Dead >, 
"s e 
Vulgaris 37 11 13* » 6 7* - 
^. Erythematosus 7 3 0 2 2 fj 
Foliaceus 4 1 2 1 0 x3 
Vegetans 2 1 0 0 1 X 
Totals 50 16 15 9 10 


O O ENNENSGNEEDER EM T A—!—ás o ————— m m 
* One male and two female patients died from unrelated causes at a time when their pemphigus vulgaris was under complete control. 2 = 
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i 2. TABLE 4.—Presumed Cause of Death 
"ues in 25 Patients with Pemphigus 








oe Uncontrolled pemphigus 
mr Pulmonary embolus 
". Overwhelming sepsis 
ga p^ ; Myocardial infarct 
Ev. Congestive heart failure 
SEE Cerebrovascular accident 
Ec Metastatic carcinoma 
E Perforation of stomach 
Mesenteric artery thrombosis 
Amebic colitis 
Ventricular tachycardia 
E Unknown 
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4 Ep elsewhere and came to us only 
. when the steroid doses previously prescribed 
. no longer controlled their disease. Of these 
- 14 patients 6 are at present alive without 
a . evidence of pemphigus. Another factor to be 
- considered is the exclusion from this series 
3 . of the 20 patients with a clinical diagnosis 
E E. of pemphigus who failed to show intra- 
3 . epidermal bullae and acantholysis on biopsy. 
. As previously mentioned, none of these 
patients died of pemphigus, and their in- 
3 clusion in this survey, unjustified though it 
E would have been, would have at least low- 
E ered the mortality rate appreciably. 
J Because of disagreement regarding dif- 
- ferences in the clinical course and the re- 
sponse of the various forms of pemphigus 
m corticosteroids, we have chosen to use 
P m those patients with classical pemphigus 
= vulgaris in assessing the effectiveness of 
3 steroid therapy. By this method, we hoped 
: - that the data on a homogeneous group of 
$ . patients with a specific clinical course and 
^ —— histopathological picture might be evaluated 
2 more meaningfully. 
- There were 37 patients with pemphigus 
. vulgaris, 17 of whom died as a direct result 
: of their disease. Three others died from 
. unrelated causes at a time when their pem- 
MM was under excellent control. From 
x - Table 5 it will be noted that the mortality 
_ from pemphigus vulgaris was greatest during 
_ the early years of the disease. Of the 17 pa- 
. tients who died from their dieease, 16 did 
: so within the first three years of its onset. 
E Eight or one-half of these patients, died 
- within the first year. No patient died from 
l either pemphigus vulgaris or the complica- 
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TABLE 5.—Mortality from Pemphigus Vulgaris 
Related to Duration of Disease in 37 Patients 
Treated with Corticosteroids 











Number of Patients 
Duration of 
Disease, Yr. Controlled Died of Disease 
0-3 8 16 
4-6 p^? 1 
7-9 8 0 
10 and over 1 0 





tions of corticosteroid therapy after the first 
five years of the disease. Several factors 
corroborated this apparent decrease in 
virulence of the disease process in the pa- 
tients who survived the first three years 
of their pemphigus. These included lower 
corticosteroid dosage for maintenance, less 
frequent and less severe exacerbations, and 
the control of the exacerbations with only 
moderate increases in the dosage. As noted 
previously, none of these patients could 
remain asymptomatic for more than a few 
weeks if corticosteroid treatment was dis- 
continued. It thus appears that if the pa- 
tient with true pemphigus vulgaris can be 
kept alive for the first three years after the 
onset of the disease, the ultimate prognosis 
is excellent. Ten of the survivors in this 
series are well and free from all lesions of 
pemphigus 5 to 11 years after the onset 
of their disease. 


There appears to be a sharp inverse cor- 


relation between the corticosteroid dosage 


necessary for the control of the disease 
process and ultimate survival. As shown in 
Table 6, only 5 of the 18 persons who re- 
quired a maximum daily dosage of more 
than 1,000 mg. of cortisone equivalents to 
effect control of their pemphigus are alive. 


TABLE 6.—Mortality in 37 Cases of Pemphigus 
Vulgaris Related to the Maximum Daily Dosage 
of Cortisone Equivalents Used in Treatment 


Maximum Daily Number of Patients 


Dose (Mg. 





Cortisone Equiv.) Controlled Died of Disease 
Less than 500 8 1 
500 to 1,000 7 3 
More than 1,000 5 13 
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On the other hand, 15 of 19 patients need- 
ing maximum doses of less than 1,000 mg. 
of cortisone equivalents per day survived. 
No way was found to predict at the outset 
the eventual maximum dosage of corticos- 
teroids that woułd be needed to control the 
disease in any given patient. It was unusual, 
however, for patients to require extremely 
high doses (over 1,000 mg. of cortisone 
equivalents per day) to control the disease 
initially, The largest doses were eventually 
needed in that group who repeatedly showed 
severe exacerbations of pemphigus. It was 
our impression that vigorous treatment with 
complete control of all cutaneous lesions at 
the outset decreased the frequency and 
severity of the exacerbations. It was not 
possible, however, to ascertain from these 
data whether this method of treatment im- 
proved the survival rate in pemphigus 
vulgaris, since all of the patients were 
treated in this manner. 

The importance of the early and accurate 
diagnosis of pemphigus vulgaris cannot be 
overestimated, but our data do not support 
the assumption that early treatment of this 
disease decreases the mortality. Although 
corticosteroid therapy was begun in 24 of 
the 37 patients within 6 months of the on- 
set of their disease, 15 of these died as a 
direct result of their pemphigus. In con- 
trast, only 2 of the 13 patients who received 
no steroid for the first 6 months after onset 
died from the disease. 

An obvious explanation for these results 
is that the severest cases of pemphigus 
vulgaris progress rapidly and are precisely 
the ones that require early treatment , and 
higher doses of corticosteroids to control 
their disease. It is to be expected that this 
group will carry a high mortality even with 
early intensive treatment. Nevertheless, after 
carefully studying these patients, we feel 
that this only partially explains these find- 
ings. It 1s our impression that many of these 
patients were started and maintained on 
doses of corticosteroids quite inadequate 
for complete control of the disease in its 
early stages. When repeated clinical re- 
lapses are permitted to occur, it is our 
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experience that the control of succeeding clin- — 
ical exacerbations becomes more difficult. — 
We feel, therefore, that these data support. 

the importance of the early diagnosis of 
pemphigus vulgaris and also emphasize the | 
need for the use of corticosteroids in dos- - 
ages adequate to control all cutaneous man- - 
ifestations of the disease once the patien = 
has been committed to this form of therapy. - o 

The prognosis of patients with all clinical : 
types of pemphigus appeared to be relata ; 
to their age at the onset of the disease. - 
Only 1 of 11 patients who showed the y 1 
signs of pemphigus before the age of 0 
died, but 9 of the 10 patients who were 
over the age of 60 at the onset of their 
disease failed to survive (Table 1). The. x 
increased mortality in the older age groups - 
also was correlated with an increased num- | 
ber of serious side-effects from corticos- - 
teroid therapy. The data failed to show any 
prognostic importance to the sex, religion, 
or areas of initial involvement. x 

All but 2 of the 25 surviving patients are ; 
ambulatory and able to carry on their 
daily activities without serious restrictions. - 
Twenty-one are completely free from all. 
signs of pemphigus. Two patients with pem- 3 
phigus vulgaris continue to show a few 
minor oral erosions, and 2 patients with - 
pemphigus foliaceus have several smalti ‘ 
areas of scaling. 

The number of patients with pemphigu i 
foliaceus, pemphigus vegetans, and pemphi- a 
gus erythematosus was insufficient to draw 3 
definite conclusions regarding differences 1 in 
response to corticosteroids in these types of 
the disease. The good results in our patients | 
with pemphigus erythematosus (5 of 7 alive — 
and free of lesions) may indicate a better - 
prognosis in this group. It is also of interest — 
that both survivors with pemphigus foliaceus - 
required more than 1,000 mg. of cortisone — 
equivalents per day to bring their disease 1 Y 
under control. : 











Side-Effects and Complications of . 
Corticosteroid Therapy : E 
The patients in this series showed a 
formidable list of side-effects from corti- 


nasa 


] 
MES TATE sigma 


f Las 

a oot x 
z 

d. ACTU 





aa Tanz 7.—Side-Effects in 50 Cases of Pemphigus 
ES Treated with Corticosteroids 





JS 
et Incidence 
E. In 25 In 25 
E Type Survivors Who Died Total 
s E Y - Cushingoid features 21 15 36 
. Edema ü 16 25 
l . Mental aberration 9 15 24 
— A Bacterial infection 10 14 24 
R kz Moniliasis ` 10 18 
— Positive stool guaiacs 12 16 28 
_ Proved gastrointestinal 
= ulcer’ 4 4 8 
—— Glycosuria 9 14 23 
- Congestive heart failure 2 13 15 
- . Osteoporosis (fractures 
- . included) 9 9 18 
^" Fractures 7 6 13 
E _ 'Thromboembolic 
* — phenomena 1 7 8 
. - Severe weakness 5 1 6 
S Electrolyte disturbances 1 8 9 
- Increased blood pressure 3 1 4 
. Dendritic ulcers 2 1 3 
: . Acneiform eruptions 3 0 3 
A ^ Purpura 1 1 2 
. Hemorrhagic cystitis 1 1 2 
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A * Five patients had proved duodenal ulcers prior to the onset 
of steroid therapy. 














4 -osteroid therapy (Table 7). In the large 
E: doses employed, the various compounds 
- showed similar untoward effects, except that 
Lo weakness seemed to be more pronounced in 
the patients who received the newer corti- 
3 Be costercid derivatives. On the other hand, 
ss - the newer compounds appeared to cause 
3 fewer electrolyte disturbances and less fluid 
. retention. Generally speaking, it was not pos- 
- sible to predict which patients would show 
= multiple or major side-effects from their 
E corticosteroid treatment, but previous mental 
disease, cardiac difficulties, or duodenal 
3 ulcer did predispose to complications in 
. those areas. Our data also suggest that pa- 
~ tients who never received over 500 mg. of 
= cortisone equivalents per day showed less 
A E side-effects than those who received higher 
E. doses. Age also appeared to be a factor, 
Since the patients under 40 showed slightly 
Beer untoward effects than those over that 
; - age. x 

7 The Cushingoid features, acneiform erup- 
. tion, weakness, moniliasis, and slight hy- 
. pertension observed in some patients were 
. unimportant and led to no real difficulties. 


r T Iw 722 


oa 
E 
n. 


EU . 


2 
~ 

En 
7 


Dendritic ulcerations of the cornea which à e 
developed in three patients, although not a Ñ 
threat to life, required early recognition and A 
treatment to prevent permanent disability. ¢ 

The appearance of overt congestive heart 
failure or electrolyte imbalance was a poor — 
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prognostic sign. In, 13 of the 15 patients 
who developed congestive heart failure, the 
onset of this complication occurred shortly 
before death. Hyponatremia (low-salt syn- — 
drome) or hypokalemia, when they occurred, 
usually were terminal events. With the in- —— 
troduction of the newer corticosteroids dur- 
ing the past 5 years, however, little difficulty 
with electrolyte balance has been encoun- 
tered. 

Five patients had proved duodenal ulcers 
prior to the onset of their pemphigus, one 
already having had a subtotal gastrectomy. 
All of these patients have shown positive 
stool guaiac tests while receiving corticos- 
teroids, one requiring transfusion, another 
perforating during the treatment period. AII 
5, however, are now alive and well. Of the 
remaining 23 patients showing positive stool 
guaiac tests, 1 had amebic colitis, 1 hiatus | 
hernia, and 2 had multiple erosions of the : 


OUS 


gastric mucosa on postmortem examination 
Ten patients had consistently normal gas- 
trointestinal x-ray findings despite persist- ‘3 
ent occult and even gross gastrointestinal 
bleeding. Only one patient in this series — 


developed a new demonstrable duodenal 
ulcer while on corticosteroid therapy. Pa- 3 
tients demonstrating peptic ulcers or persist- 1 
ently positive stool guaiac tests were treated 33 
intensively with antacids, anticholinergics, ! 
sedation, and dietary regulation. 

Mental aberrations developed in 24 pa- 
tients and ranged from severe toxic 
psychosis to euphoria or depression. The oc- 
currence of severe mental disturbances also 
appeared to be a poor prognostic sign. Six 
of the 7 patients who demonstrated sig- 
nificant psychiatric disturbances before 
corticosteroid therapy was started had en- 
hancement of these difficulties while under 
treatment. Six patients required psychiatric 
hospitalization because of toxic psychosis; 
in 8 others the mental changes were severe 
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enough to compromise their steroid manage- 
ment. Most of the mental difficulties were 
.— transient and cleared when the dosage of 
= corticosteroids was modified. As a rule, 
they did not recur,even if the corticosteroid 
level was again raised in an effort to con- 
trol the pemphigus. 


PIS CU 
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Bacterial infections proved to be a difficult 
and frequent problem in 24 of the 50 pa- 
tients. The commonest pathogenic micro- 
organism isolated was a coagulase-positive, 
hemolytic Staphylococcus aureus. Fifteen 
patients had persistent and incapacitating 
furunculosis, complicated in 2 by a bac- 
teremia. Three patients developed staphylo- 
coccal pneumonia, and 2 others had severe 
pyelonephritis. In four of the five patients 
who developed a bacteremia, this was the 
immediate cause of death. One case pre- 
viously reported developed — fulminating 


amebic colitis while receiving corticoster- 
oids.!* 


The development of  thromboembolic 
phenomena proved to be a grave prognostic 
sign, and this was the immediate cause of 
death in 5 patients (2 pulmonary emboli, 
2 cerebral vascular accidents, and 1 mes- 
enteric artery thrombosis). Because of this, 
we feel that any signs of thrombophlebitis 
developing during long-term corticosteroid 
therapy should be treated vigrously. This in- 
cludes anticoagulant therapy, despite the at- 
tendant risk of gastrointestinal bleeding in 
such patients. 


Diabetes and pathological fractures were 
2 other side-effects worthy of comment, al- 
though neither seemed to influence the 
mortality in our patients. The diabetogénic 
effects of the corticosteroids appeared to be 
— Closely related to the dosage administered. 
3 Of the 23 patients who showed glycosuria at 
| some time during their treatment, 10 re- 
d quired insulin in addition to dietary regula- 
E tion. Several patients developed acetonuria, 
but no episodes of diabetic coma were en- 
. countered. Most patients required no insulin 
= and did not show significant glycosuria when 
= the daily steroid dosage was below 150 mg. 
of cortisone equivalents. 
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Evidence of osteoporosis was noted in - 8. 
patients during the course of treatment 
Thirteen of these (9 male and 4 female) 
showed pathological compression fractures 
of the dorsal and/or lumbar vertebrae. The — 
earliest appearance of a compression frac- - 
ture was 10 months after the onset of steroid . 
treatment (2 patients). The others developed - 
their difficulty 12 to 26 months after the . 
start of treatment. The occurrence of irae 
tures seemed to be related more to the dos- — 
age levels and duration of corticosteroid $ 
treatment than to the age or sex of the - 
patients. Of the 7 survivors with compres- - 
sion fractures, 6 at present show only mini- | 
mal disability and remain ambulatory with | 
the aid of corrective corsets and braces. — 


Summary Ss o 

Fifty consecutive patients who fulfilled - 
the clinical and histopathological criteria | 
necessary for a diagnosis of true pep 
gus were studied from 1949 through 1959. 
The clinical findings and the results of. 
treatment with corticosteroids in these pa- 
tients are presented. E. 

Twenty-two (44%) of the patients in this 3 
series died of causes closely related to their 5 
disease or its treatment. The factors con- - 
tributing to this mortality rate are discussed. | 

Patients with pemphigus vulgaris who . 
survived the first 3 years of the disease ap- — 
peared to have an excellent prognosis. Those — 
with pemphigus beginning before 40 years |. 
of age seemed to have a more favorable - 
outlook than those in whom the disease — 
began at a later age. E 

There was a pronounced correlation be- . 
tween the dosage of corticosteroids required — 
to control the disease and mortality. When — 
a maximum daily dosage of more than 1,000 — 
mg. of cortisone equivalents was needed to ` | 
control the signs of pemphigus, the prog- 
nosis was relatively unfavorable. a 

The importance of early diagnosis and — 
the need fore vigorous corticosteroid treat- ; 
ment to control all cutaneous manifestations 
of pemphigus are discussed. l a x 

The side-effects of corticosteroid trez 
ment are summarized. From a pro£nuil xi 


e 
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- standpoint, the most ominous complications 
of therapy in this series appeared to be 

edema, congestive heart failure, mental 
Eiberration, thromboembolic accidents, and 
| = En electrolyte disturbances. 


- 630 W. 168th St. (22). 
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Agent. Cyclophosphamide (Cytoxan) 


DONALD C. ABELE, M.D., and RICHARD L. DOBSON, M.D., Chapel Hill, N.C. 


In 1948, Gomori! reported increased 
amounts of phosphamidase in malignant 
tissue. This observation implied that it 
might be possible to synthesize a phos- 
phamide ester of nitrogen mustard which 
could be converted to an active cytotoxic 
form within malignant tissue. Theoretically, 
such a compound would show cytotoxic 
activity only, or at least maximally, within 
the abnormal tissue cells. A compound with 
these properties was produced in 1957 by 
Arnold, Bourseaux, and Brock? This com- 
pound has the structure shown in Figure 1. 

This agent has been used in the therapy 
of various solid tumors and hematologic 
malignancies with varying success. Prelim- 
inary observations on animal and human 


Submitted for publication April 18, 1960. 

Cytoxan supplied through the courtesy of Dr. 
Willard Nicholl, Mead, Johnson & Company. 

Division of Dermatology, Department of Medi- 
cine, University of North Carolina School of 
Medicine. 


Fig. 2 (Case 1).—Pre- 
treatment biopsy specimen 
(hematoxylin and eosin; 
reduced about 36% from 
mag. X 63). 


The Treatment of Mycosis Fungoides with a New 


CI — CH2 TEA Pind We 
N — RzO CH2* H 
CI ^ CH / 5 : ii 
2 -CH2 O— CH2 


Fig. 1—Chemical structure of cyclophosphamid Pii 5 

( Cytoxan) —1-bis [2- chloroethyl]-amino-l-oxo-2- - E 
aza-5-oxaphosphoridin. E 
studies of the drug have been summarized 
by Lane? Venditti, Humphreys, and Gol- i 
din and Coggins, Ravdin, and Eisman. | : 
Because of the theoretical advantages of 
such an agent, an evaluation of the useful = 
ness of cyclophosphamide (Cytoxan) in. 
the therapy of mycosis fungoides has been | 
undertaken. The following case histories . 
illustrate the results of such therapy to date. . 
Report of Cases 


Case L—A 68-year-old white man who | lor 
five and a half years has had a generalized, ex- 
foliative dermatitis with severe pruritus and burn- - 
ing. Biopsies of the skin for the past three years 
have been diagnostic of mycosis fungoides (Fig. 2). E 
Therapy over the first four and a half years - | 


of his illness included tars, ultraviolet light, spray - $ 
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irradiation on two occasions, stibophen ( Fuadin), 
and systemic corticosteroids. The dermatitis could 
be cleared only with continuous steroid therapy. 
However, on dosages of steroids necessary to con- 
trol the dermatitis, the patient repeatedly developed 
a severe Cushing’s syndrome with congestive heart 
failure requiring frequent admissions to the hos- 
pital. Because of these complications, steroids 
were withdrawn in May, 1959, and the patient was 
hospitalized for therapy with cyclophosphamide. 
Hematologic studies prior to therapy were as 
follows: hematocrit value 38.0; WBC 10,000, with 
14%-20% eosinophils; platelet count normal; 
reticulocytes 0.7% ; bone marrow normal except for 
increased eosinophils. An earlier node biopsy had 
been interpreted as lipomelanotic reticulosis. Over 
a 20-day period he received a total dose of 3.4 
gm. of cyclophosphamide administered in an 
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average daily dose of 200 mg. intravenously. With- 
in 10 days there was complete clearing of the 
dermatitis. After discharge, he received 200 mg. 
daily intravenously for 16 days, with maintenance 
of the remission. During this time there were 
no changes in the hematalogic findings and no 
side-effects noted by the patient except slight 
thinning of the hair. With the availability of 
an oral preparation of cyclophosphamide, he was 
then given 700 mg. every two weeks. On this 
program subjective symptoms of burning and 
pruritus as well as flare of the dermatitis would 
appear about 10 days after the last dose. Therapy 
was then changed to a weekly dose of 300-500 mg., 
which has been continued with complete clinical 
remission up to the present time. Hematologic 
findings have remained unchanged from the pre- 
treatment values. No side-effects except for the 


Fig. 3 (Case 1).—Bi- 
Opsy specimen after six 
months' therapy with cy- 
clophosphamide  ( Cytox- 
an) (hematoxylin and 
eosin; reduced about 12% 
from mag. X 63). 
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mild alopecia have been noted. To date, he has 
received a total dosage of approximately 25.0 gm. 
of cyclophosphamide over a one-year period with- 
out demonstrable toxicity or serious side-effects. 
A representative biopsy specimen after six months’ 
therapy with cyclophosphamide is shown in Fig- 
ure 3. 

Case 2.—A 63-year-old male Negro who was 
first seen in October, 1959, with a two-year history 
of exfoliative dermatitis. At the time of admission 
the findings were of a generalized, dry, exfoliative 
dermatitis with inguinal and axillary adenopathy. 
Biopsy of the skin was diagnostic of mycosis 
fungoides (Fig. 4). Hematologic survey revealed 
the following: hematocrit 41.0; WBC 5,000 to 
10,000, with 5% to 18% eosinophils; platelet count 
270,000; bone marrow normal except for increased 
eosinophils. Lymph node biopsy was interpreted 


Fig. 5 (Case 2).—Bi- 
opsy specimen after two 
months’ therapy with cy- 
clophosphamide  (hema- 
toxylin and eosin; reduced 
about 36% from mag. 


Xx 100). 
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Fig. 4 (Case 2).—Pre- 
treatment biopsy specimen 
(hematoxylin and eosin; 
reduced about 36% from 
mag. X 100). 


as dermatopathic lymphadenopathy. 
ment of 200 mg. cyclophosphamide per day for 
14 days produced complete clearing of the derma- 
titis. Dosage was then changed to 700 mg. weekly 
in a single dose. 
veloped after a month of therapy. The dermatitis 
became worse after three weeks of therapy with 


weekly doses of the drug, and a second course 
of 200 mg. per day for 14 days was again given,  ¥ 


with complete clearing. At present he is main- 
tained on a dosage of 200 mg. cyclophosphamide 
three times weekly, a schedule which provides the 
most subjective relief of pruritus for the patient. 
Hematologic findings have remained within the 
range of pretreatment levels. Regrowth of hair 


has begun with the present dosage regimen. Biopsy 
specimen of the skin after two months of therapy 
is shown in Figure 5. 
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Moderately severe alopecia de- 
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Fig. 6 (Case 3).—Pre- 
treatment biopsy specimen 
(hematoxylin and eosin; 
reduced about 36% from 
mag. X 63). 


Case 3.—A 66-year-old white man first seen in 
September, 1959, with several months' history of 
a pruritic eruption over the scalp, chest, abdomen, 
and groin. Over a six-week period the skin 
lesions changed markedly from week to week, 
simulating a drug eruption, dermatitis herpeti- 
formis, and seborrheic dermatitis at various times. 
Symptomatic treatment with antihistamines, sali- 
cylates, dimethisoquin (Quotane) lotion, sulfoxone 
(Diasone), and an antiseborrheic program failed 
to provide symptomatic relief or objective im- 
provement. In October, 1959, the patient presented 
a new picture of superficial, slightly infiltrated, 
sealing, erythematous plaques with scattered clear 
areas of normal skin within the plaques. These 
lesions first appeared on the chest and neck, with 
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progression to 


o» 


gradual 


the abdomen and 
A biopsy of one of these plaques was interpreted 
as suggestive of early mycosis fungoides (Fig. 


hips. 


6). Bone marrow examination was normal. 
Hematocrit 45; WBC 5,000 to 8,000, with 396 to 
7% eosinophils; platelet count 172,000; reticulo- 
cytes 0.6%. Urinalysis normal. Because of the 
typical clinical appearance of mycosis fungoides 
which developed over a period of several months, 
a trial of cyclophosphamide was begun. Initial 
dosage was only 300 mg. per week because of 
the early nature of the lesions. However, after 
one month of therapy little improvement had been 
noted, and the dosage was increased to 600 mg. per 
week. Although there was improvement of pruritus 
and burning on this dosage, new lesions began to 


Fig. 7 (Case 3).—Bi- 
Opsy specimen after two 
months' therapy with cy- 
clophosphamide — (hema- 
toxylin and eosin ; reduced 
about 3696 from mag. 
X 63): 
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— MYCOSIS FUNGOIDES—CYCLOPHOSPHAMIDE TREATMENT e 


appear after one month, and nausea with medica- 
tions became a problem. Dosage was then changed 
to 200 mg. per day for two weeks. On this 
regimen, the dermatitis cleared and there was 
complete relief of symptoms. The dosage was 
then changed to 600, mg. per week in a single 
dose, but because .of nausea the dosage was 
changed to 300 mg. twice weekly, with maintenance 
of remission. Throughout the six months of 
therapy, no changes in the hematologic findings 
have occurred, but moderate alopecia has developed. 
Biopsy following therapy is shown in Figure 7. 
Case 4.—A 58-year-old male Negro with a three- 
year history of a chronic, eczematous dermatitis of 
the head, neck, trunk, and proximal extremities. 
Biopsy was diagnostic of mycosis fungoides (Fig. 
8). Previous treatment had been mainly topical; 
this controlled the symptoms of burning and pru- 
ritus without influencing the skin lesions. Hematol- 
ogic findings revealed the following: hematocrit 
36.0; WBC 5,350, with normal differential; plate- 
lets normal. Bone marrow was within normal 
limits. In November, 1959, therapy with cyclo- 
phosphamide, 200 mg. daily for 14 days, produced 
improvement of the skin lesions and relief of 
subjective symptoms without change in hematologic 
findings. After discharge the patient was to con- 
tinue cyclophosphamide, 200 mg. per day, for 
another two weeks. However, he failed to return 
for follow-up until three months later, when he 
was rehospitalized for severe superimposed pyo- 
derma. After clearing of the pyoderma, he was 
again treated with cyclophosphamide, 200 mg. per 
day, for two weeks and again had subjective and 
objective improvement of his dermatitis and at 
present is being followed on a dosage of 400 mg. 
per week, with continued improvement in the 
dermatitis and without side-effects to date. Biopsy 


Fig. 8 (Case 4).—Pre- 
treatment biopsy specimen 
(hematoxylin and eosin; 
reduced about 36% from 
mag. X 100). 
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he 

following one month of treatment with cyclophos- 4 2 
phamidé is shown in Figure 9. EL. 
2 

Comments N 

d 


The observations on the first four cases |. - 
of mycosis fungoides treated with cyclo- — 
phosphamide do not permit any statistical | 
interpretation of its effects. The results, 
however, have been uniformly good. ES 

The dosage schedules used were arrived 
at arbitrarily and empirically since no pre- 
vious data were available. Because the ~ 
cytotoxic activity of the compound is the- * 
oretically similar to that of nitrogen mustard K 
and hence rapidly dissipated in the tissues, 
it was decided that for maximum effect, the 
total daily amount of the drug should be — 
given in a single dose. From the observa- 


cB 


tions thus far made, a somewhat uniform  - 


B 


a 


schedule of dosage has been gradually de-  — 


veloped. = 


Initial treatment with 200 mg. of cyclo- - 
phosphamide daily for 14 to 21 days has. ~ 
produced optimum results in our cases with 
minimal side-effects. On this regimen, re- E 
lief of symptoms, clearing of the exfolia- ` 


< 
y 
- 


-a 
is 


tion, and thinning of infiltrated plaques have — 
been achieved in 10 to 14 days, the subjec- 
tive symptoms usually subsiding in 4 to 7 
days. During this initial phase of treatment, ‘a 
moderate alopecia has been the only side 
effect noted. E 
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After the initial treatment period, the 
treatment schedule is changed to a single, 
weekly dosage, mainly because it has been 
our experience that prolonged daily dosage 
results in more severe alopecia. Weekly 
doses have varied from 400 to 700 mg. with 
maintenance of satisfactory remission. The 
only problem with such large amounts is 
frequent nausea of severity to require a 
reduction of the dosage. This problem has 
usually been resolved by giving one-half the 
desired weekly dose on two occasions dur- 
ing the week, although this at times has 
resulted in less satisfactory control of the 
disease. 
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Fig. 9 (Case 4).—Bi- 
Opsy specimen after one 
month’s therapy with cy- 
clophosphamide (hema- 
toxylin and eosin; reduced 
about 12% from mag. 
x 100). 


Aside from nausea, vomiting, and alo- 
pecia, no serious side-effects have been 
noted. However, the possibility of hematol- 
ogié abnormalities as a consequence of 
therapy should be expected since the drug 
will regularly produce leukopenia in dosages 
of 7.5 mg/kg/day. That we have noted 
no such effect to date may be due to the 
dosages employed, which are approximately 
3 mg/kg/day in the average male adult 
(70 kg.). 

Up to the present time, all patients 
treated have been in the premycotic or in- 
filtrative stage of the disease. Thus, no 
experience with this drug in the treatment 
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no information regarding this type of een 
treated with cyclophosphamide is known to 


us at present. 


Summary and Conclusions 


Early observations ,on the use of cyclo- 
phosphamide (Cytoxan), a potent cytotoxic 
agent, in the treatment of mycosis fungoides 
have been reviewed. 

With the program of therapy outlined, 
satisfactory remissions of the disease have 
been obtained in the four ong thus far 
treated. 

In our experience, wid arbitrary and 
empirical dosages of the drug, undesirable 
side-effects have been minimal. To date, 
hematologic abnormalities with these dos- 
ages have not been encountered; however, 
as with other cytotoxic agents, frequent 
hematologic observations are mandatory 
and patients should be kept under close 
observation and supervision. 

Only a very small number of patients 
( four) have been treated, so statistical eval- 
uation of these results without controls is 
impossible. However, because of the grati- 
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fying results i in all WES: ) o date, ani d in 
view of the limitations and complica tioy 
with other forms of therapy presently usec 
for this disease, it would seem We be 
further trials of this agent should be u 

taken. 


North Carolina Memorial Hospital. 
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dathamil in the Treatment of Scleroderma and 


E . PAUL R. WINDER, M.D., and ARTHUR C. CURTIS, M.D., Ann Arbor, Mich. : 


HA 
EN" a . 


h- 

|. There have been reports in the literature 

—on the effectiveness of chelation therapy with 

: = the sodium salts of edathamil (ethylenedia- 
3 minetetraacetic acid EDTA) in the treatment 
- of scleroderma and calcinosis cutis.675 1° 
- The intravenous use of the chelating agent 
E resulted i insubjective improvement, in- 
E "creased joint mobility, softening of the skin 
ES vith increased pliability, decrease in dys- 
E - phagia, and dissolution of large quantities of 
- pathologic calcification in some of the pa- 

tients treated. 

a It is our purpose to report on the use 

E. of edathamil disodium ( Endrate disodium ) 

- in 27 patients and to show that it has some 

usefulness in the treatment of scleroderma, 

- particularly in acrosclerosis. 


Pharmacology 


- Edathamil was synthesized by Bersworth 
a 1927 and has the formula shown in 


y F Figure I. 
H 2COOH 
-CH,-CH, -I 
H 2COOB 


Figure 1 

The term chelate was derived from the 
Greek word chele meaning claw. By its 
E viik action edathamil binds or chelates 
| many metals. The free tetra acid is an in- 
soluble crystalline powder, but the various 
sodium salts are readily soluble. 
= [n the presence of a heavy metal or one of 
- the alkaline earth ions, edathamil reacts to 


Been 


HOOCCH; 


l E Submitted for publication April 25, 1960. 
— This work was supported in part by the Babcock 
PL Urological Fund. 
. From the Department of ee em Univer- 
sity of Michigan Medical School. 
pr datbamil disodium as Endrate Disodium fur- 
ished by Dr. George Berryman, Abbott Labora- 


| €85-Co0H 


HOOCH,C 
WS -CH35CH»5- 
E 


Figure 2 


form a stable, metal chelate. The structure 
of the calcium chelate is shown in Figure 2. 

I:dathamil binds metallic ions forming an 
inner ring, thereby deionizing and deactivat- 
ing the metal. The resulting complex is 
water-soluble and virtually nondissociated. 

There is considerable variation in the 
strength of the bonding between edathamil 
and different cations due to the differences 
in the stability constants of these ions. Those 
ions with high-stability constants replace 
those ions with low-stability constants. The 
stability constants of various cations is 
given in the Table. 

It has been shown that lead will displace 
calcium from calcium edathamil because of 
its greater stability constant. From a similar 
consideration of stability constants, one can 
predict that edathamil will not remove mag- 
nesium or barium from the body to any 
extent because of its preferential avidity for 
calcium, owing to its higher stability con- 
stant than either magnesium or barium. 

Foreman and Trujillo! demonstrated 
that calcium edathamil passed through the 
body unchanged and was therefore not 
metabolized by the body. It was poorly ab- 


Stability Constants of 14 Common Cations * 








Cu** 18.80 Mn+ 14.04 
Ni** 18.62 Ca** 10.70 
Pb** 18.04 Mg** 8.69 
Zn** 16.50 Sirt 8.63 
Cd** 16.46 Batt 7.76 
Cot 16.31 Lit 2.79 
Fett 14.33 Nat 1.66 
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| SCLERODERMA AND CALCINOSIS CUTIS—EDATHAMIL TREATMENT COME 


Seabed through the gastrointestinal tract, 
only 5% of the drug being absorbed on 
oral administration. Popovici et al.* observed 
significant absorption through the skin, but 
this is in marked disagreement with the 
work of Foreman and Trujillo,! who found 


mo absorption through the skin. After in- 


travenous administration it quickly mixed 
with almost all of the body water except 
that it did not pass into red cells and passed 


relatively slowly into the spinal fluid com- 


partment. It appeared rapidly in the urine 
after intravenous and intramuscular injec- 
tion and was excreted by both glomerular 
filtration and tubular excretion. Spencer et 
al, under controlled metabolic circum- 
stances, showed that edathamil was excreted 
through the urine, and that there was no 
loss through the bowel. Presumably none 
was lost through the skin or lungs. 


Treatment 

Twenty-seven patients varying in age 
from 7 to 75 were selected for therapy with 
edathamil disodium. The classification. of 
those patients with scleroderma was that of 
Curtis and Jansen." Nineteen cases showed 
the predominant features of acrosclerosis; 
one was classified as generalized morphea 
and one as localized morphea. Three patients 
were classified as linear scleroderma, and 


one patient had porphyria cutanea tarda 
. with morphea-like skin changes. 


One pa- 
tient had poikilodermatomyositis with calci- 
nosis cutis, and one had calcinosis cutis 
secondary to old dermatomyositis. 

All of the patients were hospitalized and 


. received daily physical therapy. Edathamil 


disodium was given to all subjects intra- 
venously over a period of 4 to 6 hours, 
and during this time the vital signs were 
carefuly determined. Throughout this 
study, complete periodic blood and urine 
analysis were performed. Serum calcium 
and serum phosphorus values were obtained 
at various times during the course of ther- 
apy. A skin biopsy was obtained in 16 
patients. During this investigation the pa- 
tients were observed objectively and their 
subjective comments were noted. 


Winder—Curtis 


y 


The youngest patient, aged 7, received — 
200 mg. edathamil in 200 cc. 5% dextrose | 
and water every day for 15 days. One pa- - 
tient, age 9, received 1.5 gm. edathamil in | 
500 cc. dextrose and water for 15 days, and — 
one patient, age 13, received 1.5 gm, a 
edathamil in 500 cc. 5% dextrose and water | 
for 15 days. The remaining patients from 
ages 14 to 75 received 2.5 to 3 gm. edathamil — 
in 500 cc. 5% dextrose and water for 15 f 
days. Fourteen patients received 1 course; E : 
6 patients received 2 courses; 6 patients re- ` 
ceived 3 courses, and 1 patient received E 
courses. T 

All of the patients 14 years old and older? j 
received orally pyridoxine 50 mg. 4 times 3 
daily and nicotinamide 100 mg. 4 times | E 
daily. The patients under 14 years of age - 
were given equivalent lower doses of these — 
drugs. After the completion of intravenous | 
therapy with edathamil, the patients were - 
instructed to continue the nicotinamide and 

pyridoxine orally in the same dose. 













E 
Results E. 


A. 


Acrosclerosis.—Seven of 19 patients wit " is 
acrosclerosis were thought to be objectively ps 
improved after therapy, and 4 were ques- - : 
tionably improved. Eight of 19 patients with. 3 
acrosclerosis were not improved. In 13 pa- - 
tients with acrosclerosis their disease re- ` 
mained stable after therapy; 2 patients had — 
progressive disease to death, and 2 had. 
progressive acrosclerotic involvement with — 
systemic involvement. In none of the pa- f 
tients who were definitely improved was 4 P. 
there progressive disease. However, in one - 
patient who had questionable initial im- 1$ 
provement there was definite progression of — 
the disease after therapy was completed. - 
None of the patients became worse during - 
treatment; almost all thought themselves im- | 
proved. E 

Following is a résumé of each of the - z 
seven cases pf acrosclerosis in which sig- 


nificant improvement was noted objectively. 

Case l.—Subjective improvement was present. 
The patient had several gangrenous ulcers that 
healed spontaneously under treatment with no local | 
therapy. The most marked was a gangrenous ulcer — 
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Ld Riving a large part of the end of the right index 
- finger for which the patient had constructed a 
cage for protection. The cage was never removed, 
- and the finger healed rapidly during therapy, with 
no loss of substance of the finger. Increased Joint 
. mobility occurred, but only a suggestion of skin 

_ softening resulted from therapy. Two more 
pee of therapy approximately 6 months apart 
i ght no further improvement. A 2-year 
k ol low-up showed that the disease had remained 

tionary. 
f d like 2.—Subjective improvement was marked. 
— There was marked decrease in pain in the hands, 
. and the sclerodermatous areas were softer and 
| mo » pliable. The superficial ulcerations healed. 

A 2-year follow-up revealed the disease to be 
- stationary. 

E. Case 3— The patient's hand motion increased, 
and the skin was less tight and more pliable. 
— There was regrowth of vellus hair over the fore- 
E arms and dorsum of the hands. The skin about 

E neck became more pliable. These changes 
were noted initially after therapy only, and the 
Bi rüent' s condition soon reverted to its previous 
state. A subsequent course of therapy resulted 
— in no further improvement. No further follow-up 
(ds available on this patient. 

E Case 4.—Subjective improvement was present. 
_ There was healing of gangrenous ulcers with in- 
crease in mobility of the hands without pain. The 

“skin was more pliable. No follow-up is available 
- on this patient. 

E Case 5.—There was initial subjective improve- 
E ment. There was decreased dysphagia and in- 
. creased joint mobility. Softening of the skin 
— occurred with increased pliability and loss of pain 
E^ the fingers. Two further courses resulted in no 
further improvement. Follow-up revealed that the 
dysphagia had returned and that joint mobility de- 
esed, but the disease had remained essentially 
ay stationary. 

Case 6 —Subjective improvement was present. 
"There was initial softening of the skin and in- 
creased pliability. Joint mobility increased. Two 
B eibsequent courses of therapy failed to achieve 

— further improvement. The disease has remained 
3 - stationary on follow-up examinations. 

E Case 7.—Subjective improvement was marked. 

- The patient could close his fists tighter, open his 
- - mouth wider, and the skin was more elastic. There 
— was less dysphagia after therapy. The disease has 
= remained stationary on follow-up examinations. 
= Linear Scleroderma.—Only one patient 
my with linear scleroderma was questionably 
— improved after therapy, and her disease 
- showed some progression after therapy was 
.. completed. 
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Localized Morphea.—The one patient with 
localized morphea showed no subjective im- 
provement, but the lesions were thought to 
be softer after therapy. 


Porphyria Cutanea Tdrda.with Morphea. 

The one patient with ‘porphyria cutanea 
tarda and morphea-like skin changes was 
definitely benefited by therapy; the sclero- — 
dermoid areas were more pliable and less E 
bound down, and there was growth of new 
hair in the involved areas, particularly the 
scalp. 

















































Generalized Morphea.—The patient with 
generalized morphea initially showed in- 
creased joint mobility, lessening of hand 1 
edema, and softening of the morphea 
patches. However, he later had progression 
of his disease in the direction of acrosclero- 
sis without Raynaud’s phenomenon. 


Dermatomyositis with Calcinosis Cutis — 
The patient with old dermatomyositis with 
calcinosis cutis showed no change in the de- 
gree of calcinosis following treatment. How- 
ever, the patient with poikilodermatomyositis 
with calcinosis cutis showed subjective im- 
provement, healing of tropic ulcers, soften- 
ing of the skin, increased mobility of joints, 
and a decrease in the size of the calcific 
plaques. 

The improvement in these patients usually 
was observed during the second week of 
treatment and became maximal at the con- 
clusion of therapy or shortly thereafter. à 
Subsequent courses usually did not result 
in more improvement. Calcification did not 
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appear to regress Sp cM during treat- = 
ment. 5 
Side-Effects E. 

The commonest complication of the 
edathamil treatment was burning at the in- | 
fusion site, and this occurred in almost all P 
patients at some time during the course 7 
of treatment. The burning was controlled by 3 
slowing the rate of infusion. Nausea and 
anorexia during the course of the infusion * 
occurred in two patients, but this only oc- 2k 
curred transiently and presented no real ie 
difficulty. der 
Vol: 82, Nov, 1960 
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= SCLERODERMA AND CALCINOSIS CUTIS—EDATHAMIL TREA TMENT E 


In only one patient was there a significant 
complication. The patient developed renal 


irritation characterized by albuminuria and 


granular casts. This cleared completely 
when the drug was stopped. The renal ir- 
ritation in this patient was thought to be 
related to the speed of infusion. The 
edathamil was infused over a 215-hour pe- 
riod, and this is the only patient who re- 
ceived the drug this rapidly and also the only 
one who developed renal irritation. 
However, in the one patient who received 
the tetrasodium salt of edathamil, there was 
extreme burning along the infusion site, and 
the infusion had to be discontinued. A 
phlebitis resulted from this single infusion. 


Comment 


Edathamil seemed most useful in cases 
of acrosclerosis. The more benign morphea 
probably does not warrant treatment because 
a large percentage of these patients involute 
spontaneously. Linear scleroderma prob- 
ably does warrant therapy with edathamil 
because of its greater tendency toward pro- 
gression,H Some improvement in the degree 
of calcinosis cutis may be noted after treat- 
ment] In the patient with poikiloderma- 
tomyositis in this series the calcific plaques 
did appear to be slightly smaller. If primary 
disturbances of calcium and phosphorus 
metabolism are eliminated, there is a pre- 
dominance of scleroderma and dermatomyo- 
sitis as causative conditions for calcinosis 
circumscripta and calcinosis universalis.'? 
It is possible that the use of edathamil might 
be of benefit in the prophylaxis against 
calcinosis cutis in patients with collagen 
diseases. However, whether this is true will 
remain to be seen. 

The treatment of porphyria cutanea tarda 
with morphea-like skin changes with edatha- 
mil appears to be useful as there was some 
softening and increase in pliability of the 
skin and some increase in hair growth in 


previously involved areas. This would sug- 


gest that edathamil should be given further 
therapeutic trial in these cases. 
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Whether the sodium salts of edathamil 
have an effect on the coagulation mecha 
nisms in vivo is somewhat controversial 
Dycherhof et al. claim there is no effec 
on blood clotting in vivo but have show: vi 
that disodium edathamil prevents coagula- 
tion in vitro by combining with calcium ic ion is. 
They also claim that edathamil has ap pre 
nounced antithrombin activity and a slighi 
antiprothrombin effect in vitro. Proescher ! E 
has shown that edathamil has powerfu 
anticoagulant properties in vitro; it is. 
damaging to cellular elements of the bloo« 
and preserves them longer than sodiun 
citrate and the oxalates. Seven et al.25 ; 
Washinsky have shown falls in the [ 
thrombin time of patients with heniochról ii 
tosis after treatment with the sodium sal 
of edathamil. E 

It would appear from our series thi 
despite the failure of others to demonstil 
a significant effect on clotting in vivo. b 
the standard tests, the edathamil must hay 
some subtle effect on the in vivo clotti d 
mechanism and circulatory process. E 

The rapid healing of gangrenous ulcers 
and the apparent increase in cold tolerance 
in these patients would tend to support thi 
clinically. 3 

Complications in the administration E 
edathamil were minimal. The only poten n- 
tially serious complication, renal irritation 


sis and by discontinuing the drug wh ile | 
albuminuria is present. 5 
No signs of vitamin deficiency develop: T 
in our patients, and this was probable Dre 
vented by the use of pyridoxine < at 
nicotinamide. These vitamins were us 
conjunction with edathamil because shed 
have been reported to improve the abnor | 
tryptophane metabolism that possibly exists 
in scleroderma.? Y 
The reasons for the beneficial effects of 
edathamil are still in the theoretical stage, 
but there is clinical evidence that it is 
beneficial in a variety of diseases. It has 
been used in the treatment of angina pectoris 
and calcific valvular stenosis, hemochomato- 
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5 lead poisoning, metastatic calcifications 
in the kidney, acute porphyria, and retention 
foi radioactive metals in the bodies of 
- workers, to name a few. Its full usefulness 
in the treatment of the collagen diseases 
- and their complications needs much more 
i investigation, but there is no doubt that 
this is a powerful and useful drug. 
r Summary and Conclusions 
E Twenty-seven patients were treated with 
- ] to 4 courses of edathamil. Seven of 19 
- cases of acrosclerosis showed improvement, 
; and 4 showed questionable improvement. 
A One patient with generalized morphea, one 
| E vith localized morphea, and one with por- 
x phyria cutanea tarda and morphea-like skin 
3 -changes showed improvement. Only one 
of the patients with linear scleroderma 
5 owed questionable improvement. One of 
BS 2 2 patients with calcinosis cutis secondary 
to dermatomyositis showed some improve- 
: ment. 
3 21 er cathamtl is a relatively safe drug to 
se, but renal irritation should be Bugideo 
A against. 
E The use of edathamil seems justified in 
-the systemic forms of scleroderma. The 
ultimate usefulness of the drug is still to be 
appreciated 
— Department of Dermatology, University of 
* É iichizan Medical Center. 
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Erythema Multiforme Caused by Coxsackie B 5 


A Póssiple Association with Epidemic Pustular Stomatitis of Children 


HOWARD S. YAFFEE, M.D., Cambridge, Mass. 


In the summer of 1959 in the Boston area, 
there was an epidemic of a peculiar vesiculo- 
pustular stomatitis of children, involving 
the mouth, the anterior buccal mucosa, and 
the vermillion border of the lips. 


Local pediatricians diagnosed these cases 
s "herpangina" or “herpes simplex stoma- 
titis” since such cases were not uncommon 
in their summer practices in previous years. 
In this instance the peculiar clinical dis- 
tribution and appearance of lesions suggested 
that this syndrome may have been caused 
by a completely different etiologic agent. 

Cases exhibited unusual, whitish, flattened 
or conical, discrete, pustular lesions, quite 
dramatic in appearance on the vermillon 
borders of the lips. Pustular lesions and 
shallow ulcers involved the anterior half of 
the buccal cavity also, with occasional rare 
ulceration noted more posteriorly. Lesions 
were noted on the hard and soft palate 
but only rarely on the tongue. 
adenopathy was present with slight tender- 
ness on palpation. 


Regional 


The involved group were mainly children 
of all ages, although I saw no infants af- 
flicted. It was not uncommon to see several 
children infected in the same family. Adults 
apparently did not develop the stomatitis, 
although there was typical involvement of 
an entire family upper respiratory 
symptoms, as occurred in my own family. 

In children, mild 
symptoms, consisting of coryza, arthralgia, 


with 
systemic grippe-like 


Submitted for publication Feb. 20, 1960. 
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myalgia, slight sore throat, and malaise, were - 
associated with mucosal lesions. 


Ihe ligure shows a 12-year-old boy wit 


pustules in the typical location of the ver- | 


million border of the lips. He had antece- 
dent fever, up to 102 F orally, weakness, 
vague pains, 
him about 10 days after his disease began. 
Forty-eight hours after 20 cc. of I.M. y-glob- 


ulin, he recovered completely. Unfortunately 


no etiologic studies were performed as he 
was the first case encountered and refused 
hospitalization for study. 


In the next four weeks, numerous cases 
were seen. My own daughters, ages 4 and 
515, contracted the disease. 
both girls 
primary herpetic gingivostomatitis The 
younger actually succeeded in inoculating 


a primary complex from her mouth to the 


thumb at age 2, presumably by the trauma 
of sucking. This suggested that the present 
situation was,caused by a different agent. 


At the height of the epidemic in the  - 


Cambridge-Lexington area, I saw four cases 


of erythema multiforme with mucosal in- — 


volvement, mild fever, 


and the pictured lesions. I saw 


In the past. 
had documented herpangina and | 


and a prodrome 
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suggesting infection. There was a history 
E t vague contact with cases of stomatitis in 
| peereral of these (Cases 1, 3, 4). In one 
amily (Case 2) Coxsackie D 5 was isolated 
“fron father and son. 
- Below is a brief summary of the clinical 
—case material. 


s 
! 4 


Es Report of Some Cases 


Case 1—A 28-year-old married physicist pre- 
sented an erythematous macular and papular 
É eruption involving his palms, soles, and trunk one 
Ey _ week after a respiratory infection described as 
ippe. Three weeks before, his children had 
= “colds” lasting two weeks but without cutaneous 
" lesions. 
—. Examination revealed target lesions on the in- 
43 _ volved sites. The tonsillar pillars were edematous 
and covered with discrete small pustular whitish 
. lesions, bilaterally. There were several petechiae 
on the soft palate. No other mucosal lesions were 
punt 
Cultures revealed Trichophyton rubrum from the 
T at the site of long-standing scaling between 
vA he toes. Cultures for virus and bacteria were 
pet egative. Serologic study was unrevealing. 
— His temperature, 100.8 F on admission, was nor- 
3 al in 48 hours. The rash cleared in 12 days. 

, E 2.—The patient, a 32-year-old psychologist, 

is referred because of a pruritic, vesicular, and 

2 puric eruption, predominantly located on the 

lower legs but also present on the arms and trunk. 

. * or one week he had complained of fever up to 
— 101 F, severe frontal-parietal headache, slight sore 

"throat, fatigue, and malaise. Four days later a 
MM first appeared. 

2 — The eruption was centrifugally distributed. Le- 
sions were erythematous nodules, small vesicles, 
~ and hemorrhagic vesicular lesions ranging up to 

J cm. in diameter, some surrounded by a thin halo 
E of erythema. Itching was bothersome. 
E His throat was slightly diffusely pink. There 
“were no enlarged cervical nodes, other adenopathy, 
E  hepatosplenomegaly, or other systemic abnormality. 
- Neurologic examination was within normal limits. 
. He was given two days of oral penicillin for 
- à presumed beta-Streptococcus infection after an 
E initial culture was equivocal in a commercial 
Jaboratory. Repeat culture the next day was nega- 
tive except for alpha-streptococci in another labora- 
k- tory. His symptoms continued. In the second 
= - week of his illness, he was admitted to the in- 
- firmary at the Massachusetts Instgute of Tech- 
Eo. but was discharged in 24 hours when 
~ work-up revealed nothing of significance. He re- 
| - covered gradually over a three-week period. 
* — Laboratory work revealed a WBC of 4,400; 4 
E polymorphonuclear cells, 35% segmented 
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forms, 47% lymphocytes, 12% vückoWclear cells, 
2% eosinophils. The hemoglobin was. 12 gm. RBC 
was 4.5 million. Throat washings examined by 
the Massachusetts State Virus Laboratory at the 
Harvard Medical School revealed Coxsackie B 5 
Studies for Rickettsia, other yiruses, and Recieve 
were negative. 

While at Cape Cod, two AREN prior to the 
onset of his illness, hiẹ young son developed a 
"flu" with temperature of 103F, sore throat, 
swollen glands, and a “rash resembling insect 
bites.” This was described as “red bumps starting 
on the lower legs and spreading over the body.” 
Itching was mild. The episode subsided in about 
10 days. 

Culture of throat washings and stools cultured on 
monkey kidney by the State Virus Laboratory 
revealed Coxsackie B 5. 

Case 3.—A 55-year-old married woman, a bank 
clerk, entered with a three-week history of rash 
and canker sores in the mouth. 

Many years before the patient had canker sores. 
About two weeks prior to her visit, she developed 
a sore throat, tonsillitis, and sores on the mouth 
and tongue. After two weeks she noted ery- 
thematous lesions on her arms and legs, for which 
her family physician administered methylpred- 
nisolone, four tablets daily, without relief. For 
persistence of the rash she was referred. 

On examination she had erythema multiforme 
with ulcerative oral lesions resembling aphthous 
stomatitis. Two intact pustules were seen. In 
contrast to the cases of epidemic pustular stomatitis 
which I had seen in children, in this case, the 
tongue was involved mostly on the undersurface 
and lateral margins. There was no involvement of 
the vermillion border of the lips. 

Throat cultures for viruses and bacteria were 
negative. After withdrawing her steroids slowly, 
without further treatment, lesions spontaneously 
subsided in 10 days. 

About 10 days before the adis began, her 
12-year-old daughter had a grippe-like syndrome 
lasting a week without mucosal or cutaneous in- 
volvement. 

Case 4.— This patient, a 21-year-old single white 
man employed at the same plant as the patient in 
Case 1, was referred by the plant nurse as one 
of a group of people afflicted with rashes and 
grippe. She stated that she had seen about five 
cases, two with “blisters in the mouth.” No other 
case had skin lesions. 

He was a pale, acutely mildly ill, slender man 
with deep circles under his eyes, hollowed cheeks, 
and a scattered, sparse, erythematous purpuric 
eruption. confined to the lower legs and feet, 
bilaterally. There were erythematous and purpuric 
macular lesions on the hard palate. Physical ex- 


amination was otherwise within normal limits. He 


recovered in 10 days. 
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Heterophil ut EAS and blood counts were 
negative. Bacterial ‘and viral studies were un- 
revealing. 


Comment 


During an- epidemic of peculiar vesicu- 
lopustular stomhtitis confined mainly to 
children, four cases of.erythema multiforme 
with systemic symptoms and mild fever were 
seen and studied for virus infection. Cox- 
sackie B5 was recovered from the throat 
washings and stool of one family (Case 2), 
in father and son, both thought initially to 
have streptococcal infection because of sore 
throat and grippe-like symptoms. The pro- 
tracted course, (three weeks in the father), 
severe headache, peculiar rash, low WBC, 
laboratory data, and negligible influence of 
penicillin reveal that the primary infection 
was viral in nature. 

Clinically all cases were characterized by 
"grippe," coryza, myalgia, malaise, fatigue, 
low-grade fever, mild cough, and in the 
above instance, headache. The usual course 
was 10 days to 2 weeks. Prodromal periods 
were about a week or less. The condition 
seemed mild and all cases recovered without 
complications. 

Treatment was symptomatic. In the case 
in which steroids had been used, the clinical 
course was probably not affected by 16 mg. 
of methyl prednisolone daily. 


Although skin lesions have not been re- 
ported with Coxsackie B 5,1 frequent cases 
of ECHO virus infection have been seen 
with eruptions in the erythema group. The 
importance of the cutaneous picture in the 
viral exanthemata of childhood 1s well known 
to all physicians. 


Grunne and Joseph reported an epidemic 
of infectious erythema in Germany ? related 
to erythema infectiosum or Fifth Disease. 
Their cases involved twice as many women 
as men, usually in the older age group, 
although children were also affected. The 
incubation period was 5 to 14 days. The 
prodrome was mild head cold or sore throat. 
Fever was variable. The rash resembled 
measles and rubeola. A rosy-red maculo- 
papular eruption began on the arms and 


Yaffee 


hands, rapidly spreading to the trunk and 
lower extremities, including the soles. In 
contrast to the reported case, the face 
was usually heavily involved. Hemorrhagic 
lesions were reported. Vesicular lesions, 
urticaria, and erythema multiforme-like 
changes were noted. Itching was mild to. 
severe (as in the patient in Case 2, who 
complained bitterly of pruritis in his early 
course). Palatal erythema and vesicles were 
present as well as other mucosal lesio IS 
(approaching the Stevens-Johnson picture) F 
The course was 4 to 12 days. The epidemic 
lasted less than four weeks with an estima e d 
50,000 cases afflicted in Berlin. They fe t 
that the etiologic agent was "obviously a a 
virus." Epidemiologically contagiousness was 
slight, mutual infection in a family | occur- 
ring in less than 10%. m- 

Viruses have been isolated from the. 
cutaneous lesions of erythema multiforr m e? 
in which, as in Case 2, they were prest 
to be the causative agent. 


Summary 


Four cases of erythema multiforme w ere 
noted in a three-week period during whicl h 


"- 


there was an epidemic of a peculiar vesi S 
lopustular stomatitis involving the anterior = 
portions of the buccal chamber and ver- 
million border of the lips. Coxsackie B 3 5 


was isolated from a father and son. 

The author wishes to thank Mrs. Brown and | 
Mrs. Daniels of the Massachusetts Department of 
Virology without whose assistance this study would 
have been impossible and Dr. Jason Lucas, D 1 
Joseph Gryboski, Dr. Lawrence Pious, and Dr. - 
Julian Pearlman who kindly assisted in referring 


cases and supplying the necessary clinical data, — | 
60 Brattle St., Cambridge, Mass. | 
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_ A Staphylococcal Disease Outbreak in a 


- Dermatologic Service 


—— There are many recent publications de- 
scribing the varying facets of staphylococcal 


E: 
ES 


= Outbreaks occurring in nurseries and on 
3 surgical and medical wards in hospitals.'? 
d: No publications have appeared, to the best 
E of our knowledge, however, relating to the 
` bacteriology of such disease in dermatologic 
— wards. This report describes an outbreak, 
E . mainly caused by Staphylococcus aureus, 
. Strain 80, 81, which was prevalent for 
= more than 6 months on such a service. 
4 = Analysis of factors related to the devel- 
= opment of staphylococcal disease has been 
. made previously in the absence of compre- 
= hensive bacteriological studies? An attempt 
.is made to ascertain the importance of pa- 
tients, personnel, and environment in the 
E E uod of Strain 80, 81. 
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Material and Methods 


The dermatology service of Bellevue Hospital 
E consists of 3 wards, each located on a different 
E floor. Wards R-2 and R-4 are for men, while 
- Ward R-3 is for women. Each ward has its own 

- bath, toilet, and kitchen. 

3 . Patients, personnel, and environmental areas and 
objects were studied for the presence of staphy- 
1 ]ococci and, in the case of persons, for staphylo- 
—. coccal disease. 

Patients.—Every patient already present or ad- 
- mitted to the dermatologic service of Bellevue 


- . Submitted for publication March 28, 1960. 

= Supported in part by U.S. Public Health Service 
Grant 8-1252-352. 

| Charles R. Rein Fellow in Dermatology of the 
= Phi Delta Epsilon Fraternity (Dr. Biro). 

_ From the Department of Dermatology and 
— Syphilology, New York Post-Graduate Medical 
E School and Service of Dermatology of Bellevue 
— Hospital, and the Bureaus of Laboratories and 
= Preventable Diseases, New York City Department 
E of Health. 

-.132/ 740 


E. 
ul 
3X 


Bacteriological Studies; Effect of Prior Systemic Therapy 


E. -= LASZLO BIRO, M.D.; LEON BUCHBINDER, Ph.D.; SIDNEY GOLDBERG, B.S., M.A.; 
OTTAVIO J. PELLITTERI, M.D., and RICHARD CARL GIBBS, M.D., New York 


Hospital from March 2, 1959, until May 12, 1959, 
was included in the study. The first nasal culture 
for Staphylococcus was taken on the day of ad- 
mission or on the first day of the study. Further 
cultures were taken every 2 calendar weeks until 
the termination of either the patient's hospitaliza- 
tion or the study period. When staphylococcal 
disease occurred, cultures were also taken from 
cutaneous lesions, or, in the case of septicemia, 
from the blood. In fatal cases, the internal organs 
(spleen and lung) or heart blood was cultured. 

Personnel.—Those whose nares were swabbed 
included house physicians, nurses, nurses’ aides, 
technicians, kitchen help, porters, and elevator op- 
erators. When a cutaneous infection occurred in 
a member of this group, the lesion was cultured 
in a manner similar to that for patients. 

Fomites.— Those tested included topical medica- 
tions, such as ointments and lotions, bandages, 
sheets, eating utensils, night tables, toilet seats, 
wash sinks, bathtubs, and the air, walls, and floors 
of each ward. A brief study was also made of 
blankets before and after use by patients with 
Strain 80, 81 disease. 

Bacteriological Techniques.—Sterile cotton swabs 
were used to culture the nasal mucosa and various 
skin sites and fomites. Air cultures were obtained 
by exposing culture plates. Blankets were tested 
by the so-called sweep plate method. Chapman- 
Stone agar was used in recovering staphylococci 
from all sources. All staphylococci were phage 
typed. The method of phage typing used is that 
of Williams and Anderson? modified by Gold- 
berg. The international set of phages was used, 
plus Strains 47C, 81, and 83. 


Findings 
Staphylococcus Nose Culture.*—The 
nares of 100 patients were cultured on one 
or more occasions for a total of 266 swab- 
* A single comparison of simultaneous nose and 
wrist cultures of all patients and personnel and a 
similar comparison of 7 body sites on 7 patients 


revealed that the nose was the most frequent site 
of staphylococci. 
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were cultured only once. 
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, N TABLE 1.—Listing of All Cases of Staphylococcal Disease > 
Which Occurred During the Study Period E 














Treatment n 
: Ster- 4 
g oid 4 
{ and Prior Nasal E 
S. Ster- Anti- Anti- Culture Phage v 
Case No. Diagnosis ~ oid bioties ^ bioties Type Phage Type Clinical T ype Am 
1 Infectious eczematoid X 6, 47, 54 N.T. Abscess m 
2 Psoriasis x N.T.T Not cultured Abscess : 
3 Pemphigus vulgaris X 53, 83 53, 83 Septicemia, fatal TR 
4 Pemphigus vulgaris x N.T. t 80 Pneumonia, fatal ey 
5 Pemphigus vulgaris x 80, 81 80, 81 Septicemia, fatal eS x 
6 Mycosis fungoides x 80, 81 80, 81 Septicemia, fatal SEN 
7 Histiocytosis X x 80, 81 80, 81 Septicemia, fatal Rt 
8 . Psoriasis x 80, 81 80, 81 Septicemia m 
9 Psoriasis X 80, 81 80, 81 Abscess OU 
10 Psoriasis * 80, 81 80, 81 Abscess a 
1] Contact dermatitis X- 80, 81 80, 81 Abscess Ee 
12 Subacute lupus erythema- ^ 
tosus X 80, 8I 80, 81 Abscess -SN 
13 Pityriasis rosea x 80, 81 80, 81 Abscess = 
14 Erythema multiforme x 80, 81 80, 81 Abscess " 
15 Acquired hypogamma- "a i- 
globulinemia X 6, 47, 54, 75 80, 81 Abscess E 
OC GG ee f - 


* This patient was treated with aminopterin. 
t Non-typable at the routine phage dilutions. 


t The nose culture of this patient, who had been under treatment since November, was nontypable until death occurred on 3/26/59. n. 
Such a finding is not uncommon in antibiotic-treated persons with staphylococcal disease. Strain 80 was recovered, however, ne his a 


wrist on 3/2/59. 


bings. Twenty-five patients were cultured 
only once. Staphylococcus aureus was re- 
covered from 169 (64%) cultures. Eighty- 
one patients (81%) were nasal carriers of 
one or more strains on one or more occa- 
sions. 

Ninety-eight of the personnel were cul- 
tured a total of 253 times. Nineteen persons 
Staphylococcus 
aureus was isolated from 79 (3196) cul- 
tures which came from a total of 39 (40%) 
persons. 

Over-All Incidence of Staphylococcal 
Disease During the Study —One-fifth of 
the patients who were cultured more than 
once developed some form of staphylococcal 
disease during the 10 weeks of the study. 
Thus, as is noted in Table 1, 15 of 75 
became ill with this type of hospital-ac- 
quired infection. Five patients died. Strain 
80, 81 was isolated from 11 (2/3) of the 
cases, of whom 3 died. The other 4 cases, 
of whom 2 died, were caused by different 
strains. It is to be observed that all 3 
patients with pemphigus vulgaris, each in- 


Biro et al. 


fected with a different strain, died. iR a 
other 2 deaths were also in patients with . 
grave dermatologic illness. Other points T 
be noted in the table are that almost all of. 
the patients received steroids or antibiotics - 
or both until staphylococcal disease devel- - 
oped, that a nasal culture taken prior to | 
onset and the one related to the staphylo- ` 
coccal disease usually were of the same type, - 
and that the affected patients suffered from | 
a variety of dermatologic conditions. In | 
all cases treatment continued after staphylo- - | 
coccal disease occurred because of the un- . 
derlying skin disease. The occurrence of - 3 
staphylococcal disease was fairly uniformly - 
distributed. 3 3 
Incidence of Staphylococcal Disease 
Among New Patients ——During the 10- week | 
study period, a total of 38 patients was | 
studied from the day of admission to the : 
day of discharge or the end of the ud 3 
Twenty-five carried a nasal Staphylos 
on the day of admission, and 13 did not. 
Eleven of the latter patients eventually . 
yielded staphylococci on one or more sub- | 
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R-2 24 75 
R-3 27 65 
R-4 49 126 


veloped staphylococcal disease. 


scharge, and is not included. 

i; E. uent occasions. One-quarter (10) devel- 
op: ed some form of staphylococcal disease, 
3 which 7 were caused by Strain 80, 81. 
Na isal cultures taken on the day of admis- 
ion of the 7 who later suffered from Strain 
80, 81 disease gave the following findings: 
Four did not yield a strain of Staphylococ- 
E. us aureus, while the other 3 yielded strains 
other than 80, 81. The next nasal cultures 
- of 6, which were not taken until one week 
ater, all yielded Strain 80, 81. The seventh, 
who was a carrier of Staphylococcus aureus 
-on admission, was found to have acquired 
Strain 80, 81 when cultured on the next day. 
Disease never appeared in less than one 
"week or more than two weeks after the 


E carrier state became apparent.T 

Incidence of Strain 80, 81 Among Staph- 
Bilococcal Disease Cases and Carriers.—Dis- 
| tribution of Strain 80, 81 in the nares of 
Brent in each of 3 wards, as well as the 
icidence of disease caused by it, are listed 
S Table 2. It is to be noted that infection 
_ (carrier state) and disease was largely 
limited to 2 of the 3 wards, R-2 and R-3, 





» 





im 

- f Observations somewhat related to this were 
published recently by Weinstein? and Williams 
a al* The former found that 12 of 31 patients 
whose preoperative nasal strains were phage typed 
Baeveloped infective complications postoperatively. 
S Eleven of these yielded a lesion strain identical 
j - with the nasal one, 6 of which were Strain 80, 81. 
- Williams et al, who studied a large group of 
3 ES rgical and some medical patients, neted that 3596 
of patients harboring nasally any of 10 strains 
staphylococci which they regarded as more 
guten phage types (none were 80, 81) developed 
punc sepsis, in all cases with a strain identical 
with the nasal one. 
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TABLE 2.—Incidence of Strain 80, 81 Among Staphylococcal i 
and Carriers During the Study Period 





N umber Carriers Strain 80,81 Disease Strain 80, 81 
Number Nasal 
Ward Patients Cultures No. %G No. % : 


D. One patient, whose nares did not have Strain 80, 81 at the one tine he was cultured, developed 80, 81 disease, furunculosis, after 
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5 21 51 21 | 
g* 29 5 1% 
2 4 1 "9 


D t One patient who was a carrier of Strain 80, 81 when admitted and two others who acquired the strain after admission never de- — — (^ 


despite the fact that the third ward, R-4, 
had the largest census. The most interesting 
observation is that 10 of 15 carriers 
developed Strain 80, 81 disease, of varying 
degrees of severity, only after Strain 80, 81 
was isolated from their nares. The strain 
was isolated on only one occasion each 
from 4 patients who did not develop dis- 
ease. None of these had received prior sys- 
temic treatment as discussed below. Only 
one patient developed Strain 80, 81 disease 
without having previously yielded the strain 
on nasal culture. This person, who was 7 
cultured only once before discharge from 
the hospital, developed Strain 80, 81 furun- 
culosis after leaving it. 

Relation of Prior Treatment and Serious- 
ness of Dermatologic Disease to Occur- 
rence of Staphylococcal | Disease.—An 


TABLE 3.—Incidence of Staphylococcal Disease 
im Relation to Prior Treatment 








Staphylococcal Disease 


— 





'Treatment No. Patients No. 00 
Steroid & antibiotic 18 10 56 
Steroid © 8 2 25 
Antibiotic . 4 2. 50 
Total treated 31* 15 48 
Not treated 44 OT 0 





* One patient, who had been treated with aminopterin, also 
developed staphylococcal disease. 

1 One patient, who was cultured only once, and whose nares 
did not yield Strain 80, 81 at that time, developed 80, 81 disease, 
furunculosis, after discharge. He had not received systemic treat- 
ment while in hospital. Another patient, who also was not treat- 
ed, developed a high fever at which time a typable strain which 
he then carried in his nose was isolated from a blood culture. The 
patient was transferred to the medical service. His fever contin- 
ued for 3 weeks during which time 5 subsequent blood cultures 
were all negative. This episode was listed as fever of unban 
origin. : 
aft 
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analysis of -ffe Nlationship of previous 


- treatment with stefoids and prophylactic 
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antibiotics, either separately or together, on 
susceptibility to Staphylococcus disease is 
E in Table 3. Petermination of the ne- 
! type of treatment was 
by his impe phy- 







Fs d oí each dergotosid were triamcinolone and 
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. prednisone. The antibiotics used were tetra- 


- cycline compounds and erythromycin. Treat- 


ment was begun on the day of admission. 
Findings on a total of 75 patients are in- 
cluded in the table. Selection of patients 
was based on the fact that each had been 
in the hospital for at least 2 weeks. The 
striking fact apparent from Table 3 1s that 
about half of 31 treated patients developed 
staphlococcal disease, while none of 44 who 
were not treated did. 


The same data were subdivided into two 


groups and reanalyzed in an attempt to de- 
. termine whether those patients with der- 


matologic disease of a generally serious 
nature (Group 1) who were treated devel- 
oped staphylococcal disease more frequently 
than did those who had disease of generally 
less serious nature (Group 2) and were 
treated. Group 1 was comprised of patients 
who suffered from the following conditions: 
psoriatic erythroderma, exfoliative derma- 
titis, erythroderma, pemphigus vulgaris, 
erythema multiforme, leprosy, subacute 
lupus erythematosus, histiocytosis X, ac- 
quired hypogammaglobulinemia, and mycosis 
fungoides. Group 2 consisted of patients 
with these conditions: psoriasis vulgaris, 
dermatitis of legs, contact dermatitis, sebor- 
rheic dermatitis, infectious eczematoid, atopic 
dermatitis, intertrigo, basal-cell epithelioma, 
pediculosis, purpura, and pityriasis rosea. 
It was found that 8 of 15 treated patients 
in Group 1, and 7 of 16 treated patients in 
Group 2 developed staphylococcal disease. 
It seems that severity of the dermatological 
condition is not significantly associated with 


.. the.development of staphylococcal disease. 
Biro et al. 
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S and Modes of Spread = 3 


of Strain $1.—Patients: Strain 80, 81 _ 


was isolated only from 20 of 266 routine a 
nose cultures. As noted, 11 of the 15 pa- ^ 


ease, and the 4 who did not carried the | 
strain on one occasion only and were not . 


C 


<= 


=; 
7 


tients involved developed staphylococcal dis- — 


L5 
n- 


=. 


treated systemically with steroids or anti- 


biotics. 


Personnel ; Strain 80, 81 was isolated from - 
the nose of 1 person on 2 of 4 occasions - 


UT 


^ 


e 


and from 3 others on only 1 occasion each. | 


The person who yielded Strain 80, 81 on - 


^2 


2 occasions spent most of his time in Ward ~ 
R-4, in which only one case of staphylococ- 
cal disease occurred and probably did not - 
play a significant role in the dissemination — 
of the organism. The only known staphylo- - 

coccal illness among the personnel during | 

the study was a mild furuncle of a finge 1 


caused by a Type 7 strain. 


Fomites: Cultures of fomites taken on | 


the 3 wards, although not extensive in num | 
ber, revealed a high incidence of E 


cocci of several phage types. Thus, 24 of 29 — 


cultures taken from air, dust, toilet seats, - A 
bath tubs, walls, and various articles, yielded i : 


staphylococci. Only 4 of these were Strain - 
80, 81. They were recovered from a toilet - 
seat and air sample in Ward R-2 and from 


a bath tub and air sample in Ward R-3. 
All 17 samples from Wards R-2 and R-3 


yielded staphylococci; only 7 of 12 samples | 
from Ward R-4 were positive, none of | 


which were Strain 80, 81. 


An experiment which was run on the 


blankets of these patients with extensive 


Strain 80, 81 furunculosis indicated that — 


blankets were probably the most prolific 
source of this strain. 


Individual ointment jars which most pa- — 


tients used also seemed to be a possible OM 
hazard because they were occasionally used — - 


in common. Qf 26 such jars from Wards E^ 
and R-3, 8 contained staphylococci, of 3 
which 3 were Strain 80, 81. No staphylo g A 


R-2 


cocci were isolated from 9 samples on Ward - 
R-4. 
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The failure to ever isolate Strain 80, 81 
Eon Ward R-4 is in consonance with the 

- low incidence of disease in that ward. 
— Control Measures Introduced.—On the 
- basis of the information gathered, certain 
. procedures were instituted to limit the 
Be spread of hospital-acquired disease. Probably 
the most important measure was the estab- 
: 1 lishment of large isolation wards for both 
j male and female patients who developed 
E x staphylococcal disease or were admitted with 
E it, Germicidal hand cleaners are provided, 
E and all small medical instruments used in 
a these rooms are handled separately. Pa- 
_ tients are not allowed to leave these rooms 
without covered dressings. Gloves and 
E - gowns are used by the medical and nursing 
E staff when in these rooms. Gowns are fur- 
nished visitors, who are also restricted in 
E = number. Ointment and other topical medi- 
"cations are dispensed in single paper cups 
b Bhich are destroyed after use. Patients are 
— strictly forbidden to use the topical ap- 
plications of others. Isolated patients have 
3 no toilet or bath privileges and use urinals 
. and bed pans instead. The wards are cleaned 
3 E with disinfectant. Both tubs and toilet seats 
|^ used by other patients are scrupulously 

b. cleaned and disinfected. 

3 y Simultaneously with the institution of the 
x above procedures the outbreak came to an 
E end. It should be noted also that at this time 
less steroid therapy was being administered 
E on the service. Since then there have been 
no further cases of Strain 80, 81 disease 
. and very little staphylococcal disease of 


3 any kind (October, 1959). 
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Summary and Conclusion 


+- 


— An investigation of an outbreak of 
EF - staphylococcal disease that had been present 
in a dermatologic service for more than 6 
months revealed that it was likely caused by 
_ Strain 80, 81. 
E Fifteen cases of staphyloeeccal disease 
occurred or recurred. Five patients suc- 
E cumbed with Staphylococcus being impli- 
. cated as either the primary or contributory 
E cause. Eleven of the 15 cases were induced 
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by Strain 80, 81. Two gf the** wards con- 
tributed all but one case of Strain 80, 81 
disease. Three cases were caused by 3 other 


strains while determination of the phage 


type of the strain in one qase was not made. 


Strain 80, 81 was the caue or contributing xs 


cause in 3 fatalities. 
Distribution of 
environment, personnel and physical, al- 
though not as widespread as had been ex- 
pected, is assumed to have exposed most 
persons on 2 of the 3 wards to infection. 
The possible sources of infection included 
patients with Strain 80, 81 disease, their 
blankets, toilet seats, and individual oint- 
ment Jars used for topical treatment. Per- 
sonnel played little 1f any direct role. 






An outstanding finding was that, despite 
the clearly demonstrated ability of the strain 
to produce disease which was sometimes 
fatal, it could not as a rule parasitize per- 
sons who did not seem to be especially 
predisposed. The, predisposing factor was 
prior treatment with steroids and/or anti- 
biotics. Study from the day of admission of 
some patients who did become diseased, 
indicated that nasal parasitization with 
Strain 80, 81 occurred within a week, and 
that disease usually followed within another 
week. 


The relative severity of the dermatologic 
condition, on the other hand, apparently 
played no significant role in determining 
susceptibility to infection which led to dis- 
ease. All 5 deaths, however, were of patients 
with unfavorable dermatologic prognosis. 


The outbreak came to a close at about 
the*time that measures were taken to physi- 
cally limit the spread of Strain 80, 81. 
At this time fewer patients were receiving 
steroid therapy. 


Repeated culture of the nares of all pa- 
tients and personnel revealed that Staphylo- 
coccus nose carriage was high in both 
groups, but that Strain 80, 81 incidence was 
low. Yet the other strains of Staphylococcus 
produced very little disease. This despite 
the fact that some patients had derma- 
tologic disease of unfavorable prognosis and 
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rain 80, 81 in the total | 
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Ber received prior systemic treat- 
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Special thanks are due to Dr. Marion B. Sulz- 
berger, who encouraged the initiation of this study 
and gave much helpful advice. 


550 First Ave. (16). 


REFERENCES 


l. Proceedings of the National Conference on 
Hospital Acquired Staphylococcal Disease, Spon- 
sored by U.S. Public Health Service, Communica- 
ble Disease Center and National Academy of 
Sciences, National Research Council, Atlanta, Sept. 
15-17, 1958. 


Biro et al. 





L OUTBREAK—DERMATOLOGIC WARDS 





2. Selected Materials on Staphylococcal Disease, — 
Public Health Service Publication No. 627, Oct., 
1958. 

3. Biro, L.; Gibbs, R. C, and Leider, M.: 
Staphylococcal Infections: A Study of Incidence — 
on a Dermatologic Ward, A.M.A. Arch. Dermat. = 
82:97-102 (Aug.) 1960. E 

4. Anderson, E. S., and Williams, R. E. O. D E- 
Bacteriophage Typing of Enteric Pathogens and ~ 
Staphylococci and Its Use in Epidemiology, J. . 
Clin. Path. 9:94-127 (May) 1956. m 

5. Goldberg, S.: A Device to Facilitate the = 
Phage Typing of Staphylococcus, Newsletter, New o 
York City Branch, Soc. Amer. Bact. Series IT, — 
No. 49, May, 1959, p. 7. 

6. Weinstein, H. J.: The Relation Between 
the Nasal-Staphylococcal Carrier State and the — 
Incidence of Postoperative Complications, New 
England J. Med. 260:1303-1310 (June 25) 1959. 

7. Williams, R. E. O.; Jevons, M. P.; Shooter, E 
R. A.; Hunter, C. J. W.; Girling, J. A.; Grif- — 
fiths, J. D., and Taylor, G. W.: Nasal Staphylo- — 
cocci and Sepsis in Hospital Patients, Brit. M.J. E 
2:658-662 (Oct. 10) 1959. á 













5 


ue dd 
per ow YN 


r ^s 
í 


duis. - 
i 


teen Z9 i MAE eC 


ZAA PA ul 


uf 


137/745 


"et 


WC 
LU 


f Derminj ected Triamcinolone Suspension 





RE 






a 


E. 


A review of the standard dermatologic text- 
- books and recent literature failed to reveal any 


! - consistently effective therapy for localized amyloi- 


pt S dosis (lichen amyloidosis). Because of this and 
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E: > the fact that the intense pruritus often associated 
uL 


with this condition is likely to persist unchecked, 
a course of intralesional steroid injections known 


- to be effective in certain pruritic dermatoses was 


tried on a patient recently seen at this institution. 


Report of a Case 


A 43-year-old Latin-American male soldier was 
seen in the Dermatology Outpatient Clinic at 
Walter Reed General Hospital for the first time 
in July, 1959, for treatment of a chronic, pruritic 
dermatosis of the right pretibial and lateral calf 
regions. This dermatosis had begun as a dime- 
sized patch of papules 514 years earlier and had 
gradually spread to involve an area of approxi- 
mately 10 by 17.5 cm. (Fig. 1). 

Physical Examination—The physical examina- 


tion was essentially negative except for the area 


of dermatitis on the right leg. This consisted of 


. an excoriated area of discrete, reddish, translucent 
= papules 1 to 3 mm. in diameter, lying on an erythem- 
= atous base and situated over the pretibial and 


lateral calf regions of the right leg. A diagnosis 
of localized amyloidosis was entertained, and a 
punch biopsy was obtained from the area. 
Pathology.—The hematoxylin and eosin stained 
section showed slight hyperkeratosis and acanthosis 
with hyalinoid deposits in the dermal papillae (Fig. 


2). Special staining with crystal violet revealed 


the deposits in the dermal papillae to be amyloid 


(Fig. 3). 
Special Tests.—An intradermal Congo red test | 


was performed and found to be positive (Fig. 4). 

Laboratory Data.—The chest x-ray, complete 
blood count, erythrocyte sedimentation rate, sero- 
logical test for syphilis, fasting blood sugar, blood 
urea nitrogen, serum electrophoresis, prothrombin 
time, Bence-Jones protein, and liver function tests 
were all within normal limits. 


Submitted for publication May 13, 1960. 

Dermatology Service, Walter Reed General Hos- 
pital, Washington, D.C. (Col. Robert S. Higdon, 
MC, USA, Chief of Service). 
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Treatment—A course of therapy consisting of | 
topical steroids and tars proved ineffective in re- 
lieving the extreme pruritus or in changing the 
lesions objectively, and therapy with intralesional 
injections of a triamcinolone suspension by tat- 
tooing was begun. 

Equipment and Materials—A Conway Derma- 
jector Electric Tattooing Machine with a Conway 
Multiple Needle Injector * was used. The material 
injected was a suspension of triamcinolone di- 
acetate + containing 25 mg. of the active ingredient 
per cubic centimeter. 

Method—After a thorough cleansing of the 
involved area, the triamcinolone suspension was 
tattooed in, a needle depth of 1 to 3 mm. being 
used, depending on the depth of the underlying 
bone. Approximately 0.5 cc. of the material was 
needed to cover the area at each treatment. 

Results of Therapy—After the first tattooing, 
the pruritus was almost completely relieved. This 
symptom-free state continued for 6 days, when a 
moderate pruritus was again noted. The patient 
was retreated every week. There was a complete 
remission of symptoms, and a gradual objective 
improvement in the lesions occurred. This consisted 
of a loss of erythema and a flattening out of the 
papules (Fig. 5). This weekly therapy has been 
continued for 13 weeks with no adverse effects. 
A repeat biopsy after 12 treatments revealed no 
obvious decrease in the amyloid deposits in the 
skin. 


Conclusions 


The therapy has resulted in a total loss of 
pruritus, a marked loss of erythema, and a flatten- 
ing of the papules. It appears not to have decreased 
the amount of amyloid deposited in the dermis, 
but it has been effective against the superimposed 
neurodermatitic changes. We must therefore as- 
sume that therapy will have to be continued in- 
definitely. Relief of the extreme pruritus, however, 
would seem to justify this prolonged treatment 
in certain cases. 


* Manufactured by the Robbins Instrument Com- 
pany, Chatham, N.J. 

t Aristocort diacetate, Lederle Laboratories Di- 
vision of American Cyanamid Company, New 
York. 








Fig. 1.— Lichen amyloidosis 
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pretibial and lateral calf region. 
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Fig. 3. — Crystal violet stain revealing the 
ing hyalinoid deposits in the dermal papillae. deposits in the dermal papillae to be amyloid. 
AFIP Illustration # 59-6522. AFIP Illustration 3$ 59-6523. 





Fig. 4.— Forty-eight hours Fig. 5.— Lichen amyloidosis 
atter intradermal injection of 0.1 after vibrapuncture treatment, 
cc, of 1.596 Congo red, showing showing loss of erythema and 


localization in the papules. flattening of papules. 
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| E Nerve Network of the Hair Follicle in Alo 


R. K. WINKELMANN, M.D., and MANUEL O. JAFFE, M.D., Rochester, Minn. 


_ The etiology of alopecia areata has long 
been an enigma, but one of the commonest 
theories has concerned inflammatory or 


degenerative changes in the cutaneous 


— nerves. As early as 1847 Casenave! ap- 


preciated the frequent association of alopecia 
areata and vitiligo, which he believed to be 
of nervous origin. The first experimental 


- evidence for neurotrophic pathogenesis of 
= alopecia areata was 
— Joseph? He produced patches of alopecia 


submitted by Max 
in cats by sectioning the posterior roots 
of the second cervical nerve peripheral to 
the ganglion or by ablation of the ganglion 
itself. His conclusion that the resulting 
alopecia was produced by nerve sections with 
a specific trophic function has never been 
confirmed.*9 Aubrun‘ strongly refuted 
Joseph’s conclusions and offered data prov- 
ing that the experimentally produced alopecia 
was secondary to trauma resulting from 
scratching the involved area. Wright * ob- 
served the effect on human hair of pain- 
relieving neurosurgical procedures involving 
the head and neck in patients with incurable 
carcinoma of these parts. Sectioning the 
sensory nerve which supplied the scalp or 
cutting the posterior root of the second 
cervical nerve in these patients had no 
effect on the structure or growth of the 
hair. Even total loss of sympathetic in- 
nervation of the scalp did not result in 
alopecia or alteration of growth of hair. 

Reflex irritation of the peripheral nerves 
also has been suggested to be an important 
cause of alopecia areata. Defective teeth ? 
and refractive errors !?!! have been cited as 

Submitted for publication Feb. 19, 1960. 
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sources for such feflex irritation. Many 
authors have observed alopecia areata as- 
sociated with or following trauma to the 
head, surgical procedures involving the face 
and head, and psychic disturbances. In 
spite of the implication that alopecia ob- 
such circumstances was a 
neurotrophic disease, no direct evidence 
for this conclusion exists. 

The basic plan for the innervation of 
the hair follicle has recently been described 
by one of us.? Myelinated nerve fibers 
supplying the hair follicles rise from deep 
in the dermis and subcutaneous tissues. 
These fibers reach the portion of the hair 
follicle below the junction of the sebaceous 
glands with the follicle. The myelinated 
nerves form a rough network at this level, 
and subsequent rami from it course up and 
down the external root sheath forming a 
double-nonmyelinated network "which has 
both circular and longitudinal components 
closely approximated to the follicle. During 
the normal hair-growth cycle the nerve net- 
work of the hair follicle remains essentially 
intact but may become smaller and have 
its spatial distribution distorted. 

Gohlke Holtschmidt!? used the 
Bielschowsky-Gros silver method to demon- 
strate degenerative changes of the neuro- 
fibrils of the peripheral vegetative nerve 
system to the blood vessels and sweat 
glands in six cases of alopecia areata. No 
other study of the nerves has been per- 
formed in this disease. It is for this reason 
that we have used a new silver technique 
to examine nerve axoplasm in a series of 
cases. 


and 


Materials and Methods 


Twenty-two patients with alopecia areata were 
selected at random. Material for biopsy was ob- 
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NERVE NETWOQK—ALOPECIA AREATA 


tained from ed area of each patient and 
fixed in 15% sucrose aWd 196 ammonium hydroxide 
in 10% formalin and sectioned at 50u. A frozen- 
section silver-impregnation method‘ for the 
staining of nerve axoplasm was employed to 
demonstrate the —- sensory-nerve network of 
the hair follicle. te network of the autonomic 
nerve is not demonst&ted by this method. 


The patients’ ages were between 12 and 29 
years. There were 12 men and 10 women. Sixteen 
of the twenty-two patients had noted the onset of 
alopecia prior to the age of 25. The duration of 
the alopecia varied from 10 weeks to 39 years. 
Regrowth of hair was occurring at time of biopsy 
in 10 patients. No regrowth was noted in 2 
patients and alopecia totalis had developed in 10 
patients, 


Fig. 1—(a) Rudimentary 
hair follicle in alopecia 
areata illustrating simple, in- 
completely organized somatic 
sensory nerve network (sil- 
ver stain; X190); (b) 
mature hair follicle with 
organized somatic nerve in- 
nervation (silver stain; X 


180). 


Winkelmann—J aff e 


Results 


The somatic sensory-nerve network of 
the hair follicle was essentially normal in all 
specimens that were examined. The organi- 
zation and number of participating nerve 
fibers in the nerve network of the follicle 
varied with the size and development of 
the follicle. 
mentary follicles were simple in structure 


The nerve networks of rudi- 


(Fig. la), while the large, mature follicles 
had elaborate, circumferential and longitudi- 
nal nerve networks (Fig. 15). Inflammatory 
reactions 


surrounding or involving the 


follicular networks were not noted. 
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Hair follicles were observed in alopecia 


— areata in various phases of hair growth. In 


E each of these stages the nerve network of 

E the hair follicle was normal. The small 

— . involutional or vellus-type hair follicles 

E. . typical of alopecia areata also maintained a 

-—— rudimentary nerve network. 

~ We observed minimal atrophic changes 

Pe of the follicular nerve networks in the 

= M Specimen obtained from the scalp of a 69- 

z year-old woman who had alopecia con- 

— .. tinuously for 39 years. This observation 

- —. correlated well with the atrophy and de- 

E generation of the epidermal and dermal 

= structures. The other material examined did 

` not show any signs of vacuolization, bead- od 
-. ing, or other degenerative phenomenon. In "NUR SBS roe 
© all instances the axoplasm stained as a Fig. 2.—Rudimentary follicle of the hairless. 
E continuous fiber and was clearly outlined. mouse with organized somatic sensory nerve net- 
s T ; à . work (silver stain; X 170). 

Ri The larger nerve trunks which give rise 

© to the fibers that innervate the individual organized, as may be seen in Figure 2. In 
© follicle were normal, fully developed, and view of this evidence that nerves are not 
`| without degenerative change. Inflammatory involved in growth of hair, it is not sur- 
¿reactions involving these nerve trunks were prising that we were unable to find degen- 
=~ not shown. Those finer nerve fibers in the erative changes in long-standing cases of 
A subepidermal position that could be ob- alopecia areata, whether of the local or of 
E served appeared to be normal. the totalis type. Our study emphasizes that 
E histologically alopecia areata is unrelated to 
E i Comment changes in the sensory innervation of the 
E No specific evidence exists for relation- scalp. AES E 

` ship between growth of hair and nerve No inflammatory reaction involves the 
r i supply to normal hair follicles. Sectioning follicular nerve network of the nerve trunk 
= of sensory nerves of the scalp does not ™ alopecia areata. Gans," in 1925, and 
à ^ change the pattern of growth or the Van Scott,!5 in 1958, emphasized the in- 
ie flammatory infiltrate about the hair bulb 


= quality of hair grown. 


Throughout the 
cycle of hair growth, the nerves in the hair 
follicle network are normal in appearance. 
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and within the hair papilla. While this 
is an essential part of the pathologic picture 
ofr*alopecia areata, it has failed to produce 


"— [In telogen hair the hair follicle atrophies 

— — up to that portion of the follicle where the Structural changes in the axoplasm of the 
nerve networks are best developed in the Somatic sensory nerves that we have ob- 
E anagen follicle. An intact sensory nerve served. 

= supply is not necessary for follicle growth, If the neurotrophic theory for the de- 
c . . and, conversely, normal growth of hair is velopment of alopecia areata is accepted, on 
: _ not necessary to maintain sensory innerva- the basis of the evidence marshalled herein, 





tion of the hair follicles. In the nonfunction- 
ing follicles of the bald male head, the 
innervation is normal. Also, the nerve net- 
work about the rudimentary follicles in the 


— skin of the hairless mouse is completely 
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it is apparent that the sensory innervation 
cannot be involved. While the histologic 
study of Gohlke and Holtschmidt *? tends 
to support neurotrophic origin for this 
disease based on neurovegetative fiber de- 
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generation fn the ‘skin, it is interesting. that 
sympathectomy has not been shown to 
produce any effect on the scalp. Therefore, 
"neurotrophism" must be based on some- 
thing other than, a simple interruption of 
autonomic fibers! to the scalp tissue. The 
method we used did not demonstrate au- 
tonomic innervation in skin and for this 
reason we cannot discuss this problem. 
Cholinesterase and methylene blue will stain 
the autonomic nervous system of the skin, 
and an investigation of alopecia areata by 
means of these substances is in progress. 


Mayo Clinic. 
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` In a small but significant proportion of 
E oe of "idiopathic" erythema nodosum, 
: E — bilateral enlargement of the lymph nodes of 
| the pulmonary roots is demonstrable roent- 
a - genologically, A. sizable nondermatologic lit- 
^ erature attests to the recognition of this 
$^ phenomenon, which is entirely benign, in- 
=  variably self-limited, and ordinarily unac- 
E - companied by symptoms of intrathoracic 
^. disease. The interest focused on the pul- 
monary finding is intensified by the observa- 
. tion that, as a rule, noteworthy enlargement 
—— . of other groups of lymph nodes does not 
". concomitantly occur. We wish to recall this 
| mediastinal abnormality to the notice of 
^. dermatologists, who are often the sole phy- 
 Sicians responsible for the diagnosis and 
= care of patients with erythema nodosum. 
- Comventionally, erythema nodosum is 
—— classified into two types: one in which the 
— Cutaneous lesions appear as a reaction to an 
= antecedent or concurrent microbial illness, 
| such as infections of the upper respiratory 
- tract, tuberculosis, coccidioidomycosis, and 
= others (sarcoidosis may arbitrarily be in- 
= cluded here), or drug hypersensitivity (hal- 
~ ides, sulfonamides); and one in which the 
lesions comprise part of a primary or au- 
| . tonomous disease, presumptively caused by 
. a specific infectious agent as yet unknown, 
_ perhaps a virus. At the present time it is 
— doubtful if the latter, or "idiopathic," cases 
=~ can be really separated from those follow- 
- ing bacterial (predominately streptococcal) 
—' respiratory tract infections, and, clinically 
- . at least, the two groups are usually merged 
~ . together. They are the cases with which this 
3 paper is concerned. 
= Opportunities for pathologic examination 
- of mediastinal lymph nodes in "idiopathic" 
Submitted for publication March 28, 1960. 
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E E- . MORRIS WAISMAN, M.D., and MAJOR MARTIN A. THOMAS, USAF (MC), Tampa, Fla. 


erythema nodosum are understandably rare. 
Maurice and Tuhy ! excised enlarged lymph 
nodes for biopsy from the neck and the 
axilla in two of their cases, with negative 
findings. We know of no studies reported of 
intrathoracic lymph nodes removed by biopsy 
or at autopsy. Recently, during the clinical 
investigation of a patient with erythema 
nodosum and hilar lymphadenopathy, we 
sought to examine the prescalene lymph 
nodes, aiming thereby to avoid thoracotomy 
and yet gain insight into the nature of the 
disease, but no significant histologic abnor- 
malities were revealed by our material. 


Report of Case 


In December, 1958, a 41-year-old housewife was 
admitted to the hospital because of joint pains of 
10 days’ duration. The patient had been in excel- 
lent health until three weeks before, when she 
suffered a cold and sore throat. Ten days later, pain 
and swelling developed in the left ankle joint. 
On the following day, the ankle became red, warm, 
and sensitive, and several days afterward the right 
ankle became similarly affected. Subsequently, the 
patient experienced migratory pains involving the 
wrists, elbows, shoulders, and fingers. Two days 
prior to admission she noted a few red, slightly 
raised, tender nodules over the anterior aspects 
of both legs. There was no history of recent 
medication other than multivitamin tablets. | 

Examination (by Captain Victor Gurewich, 
USAF [MC]) revealed a well-nourished white 
woman whose temperature was 102F. Tender 
elevated erythematous nodules were scattered over 
both legs anteriorly. Swelling and moderate 
tenderness of both ankle joints were observed. The 
heart and lungs failed to disclose any abnormalities, 
the spleen could not be palpated, and no enlarged 
peripheral lymph nodes were detected. The re- 
mainder of her physical examination was similarly 
unremarkable. 

The value for hemoglobin was 12.6 gm/100 ml. 
The leukocyte count was 8,650, comprised of 57% 
neutrophils, 33% lymphocytes, and 10% monocytes. 
The hematocrit was 35%, and the erythrocyte 
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grams of chest on ad- 
mission to hospital. Large, 
discrete lymph nodes oc- 
cupy each hilar region, 
The lung fields are 
normal. 


sedimentation rate (Wintrobe) was 22 mm. per 
hour (corrected). Total serum proteins measured 
6.15 gm., partitioned as albumin 3.65 gm., and 
globulin 2.50 gm/100 ml. The latex agglutination 
test was negative. The C-reactive protein yielded 
a +3 reaction. No abnormalities were found in 
the urine. Throat culture grew a normal bacterial 
flora. Two lupus erythematosus clot tests were 
negative. The serum calcium level was 9 mg/100 
ml. The electrocardiogram was within normal 
limits. Intradermal tests with tuberculin and histo- 
plasmin were negative. 


A roentgenogram of the chest showed gross 
enlargement of the bronchial lymph nodes, pro- 
ducing a lobulated, discrete mass (Fig. 1). Para- 
tracheal nodes were not visible and the lung 
fields were clear. 


Tissue removed from a cutaneous nodule showed 
nonspecific inflammation and vasculitis character- 
istic of erythema nodosum. 

Biopsy from the right prescalene area micro- 
scopically disclosed a fragment of fat containing 
a few lymphoid foci, none of them abnormal 
(Fig. 2). 

During the first few days of hospitalization the 
patient suffered intensification of the arthralgia, 
continued fever, and the appearance of new erythem- 
atous nodules on both upper and lower extrem- 
ities. After the administration of large doses of 
acetylsalicylic acid (Aspirin) she showed slight 
improvement but remained febrile and complained 





Fig. 2.—Lymphoid nodule imbedded in prescalene 
fat, showing no evidence of disease. Hematoxylin 
and eosin; X 80 
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Treatment was therefore 


of the painful joints. 
changed to prednisone, whereupon in 24 hours 
the temperature reverted to normal, joint pains  - 
disappeared, and the swelling over the ankles began — - 
to subside. After her discharge on the 13th hospital ~ 


day, prednisone was gradually withdrawn over 


a two-week period. During the next three months E | 


she experienced three mild recrudescences charac- 
terized by recurrence of joint pain and swelling, as 
well as reappearances of skin lesions; these re- 


sponded promptly to prednisone, each time taken — 
She remained well after March, — 


for two weeks. 
1959. The x-ray evidence of hilar lymphadenopathy 
was slow to recede, but by August, 1959, it was no 
longer demonstrable. 


Comment 


The finding of enlarged mediastinal lymph | - 
nodes in some instances of erythema no- . 


dosum raises several questions, not necessar- 
ily original with us, to which unequivocal 
answers are not immediately forthcoming: 
(1) Might the lymphadenitis be a manifesta- 
tion of a special disease to which the cutane- 
ous lesions are consecutive? (2) Might the 
lymphadenitis result from a preceding in- 
fection of the pulmonary parenchyma trib- 
utary to the hilar lymph nodes? (3) Why 
do not other groups of lymph nodes or the 
spleen share in this prominent lymphatic 
reaction? (4) Is the lymphadenitis a pe- 
culiar, selective response in a small number 
of patients with “primary” erythema no- 
dosum, whose only other participating tissues 
are the skin-vasculature and the joints? (5) 
Does mediastinal lymphadenopathy evolve 
as an accompaniment of erythema nodosum 
caused by hypersensitivity to drugs? 
We are persuaded from examination of 


the literature? as well as from our own ad- | 
mittedly restricted experience, that approx- — 
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147/758 . 


UE 





| 


- 


ae” m 
I 


-—- 


r ^ 
M T 
— rr 


e 


Moe Kaslar 
P Á 
2 IRL a 
| y 


^. ; 
OP s 
PI WV X 


"T 


aT "P. 


à - 
mee 
2j 


om o 


E e 
bs d 


d ax 


+. Bee 


71 


i 


22] 


i> 


"^ 


NL 








E 
a ee 


Fig. 3.—Roentgenogram of chest taken two 
months after original film (Fig. 1). Note well- 
defined area of clearness between hilar nodes and 


E. the right mediastinal border. 


= imately 10% of patients with "idiopathic" 
erythema nodosum have enlarged hilar, or 
— bronchial, lymph nodes. The course of the 


disease in these patients is clinically identical 
with that of the disease in patients free of 
intrathoracic involvement. Roentgenologi- 
cally, the lymph nodes are bilateral, well 
lobulated (“potato nodes"), symmetric, and 
without influence on the bronchopulmonary 
system.? Favour and Sosman* described a 
perihilar clear zone separating the sharply 


outlined shadows of the bronchial nodes 


_ from the mediastinal shadow of the heart 


and great vessels (Fig. 3). Although not in- 
variably produced, the sign when present 
has been proclaimed to be diagnostically 
presumptive of erythema nodosum. How- 
ever, the same finding may also be demon- 
strated in sarcoidosis, and indeed has been 


- emphasized by roentgenologists as a differ- 
= entiating point between sarcoidosis and lym- 


phoma, hence it cannot be considered 
pathognomonic, Nevertheless it is valuable 
and suggestive evidence of erythema nodo- 
sum. The lymphadenopathy regresses slowly, 
disappearing within a year, and often by the 
sixth month. 

lo Favour,? the hilar nodes represented 
a regional lymphadenitis secondary to an 
evanescent peripheral pulmonary infection 
which he regarded as a specific part of 
erythema nodosum, and he noted that in 
these cases the lung fields cleared roentgen- 
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ologically in from one to three weeks. Mani- 
festations of pneumonitis have not been 
detected in patients studied by us. Con- 
firmation of this finding should be sought 


by routine and early x-ray examination of 
the chest in all cases of erytliema nodosum. 


For the hilar lymphadenopathy to con- 
form to rigid diagnostic criteria, there must 
be a negative tuberculin test and no clinical 
evidence of sarcoidosis, lymphoma, or other 
confusable disease. Bilateral hilar lymph 
node enlargement is not a characteristic of 
the primary complex of tuberculosis. The 
roentgenologic findings of erythema no- 
dosum may be identical with those occurring 
in the chest in sarcoidosis, but the relatively 
rapid involution of the nodes would be un- 
usual for sarcoidosis. The symmetric lym- 
phadenopathy and the almost immediate 
attainment of maximum enlargement should 
serve to exclude a diagnosis of Hodgkin's 
disease or other lymphoma. 


For many pulmonary diseases an accur- 
ate diagnosis can often be made, or a diag- 
nosis can be confirmed, by biopsy of the 
prescalene lymph nodes. In our case, un- 
fortunately, the quantity of material re- 
moved was probably inadequate, so that the 
absence of pathologic changes noted in the 
lymphoid tissue may be of no significance. 
We hope that this report will encourage 
future biopsies of prescalene and inferior 
deep cervical lymph nodes in cases of ery- 
thema nodosum, to clarify the riddle of the 
transitory, benign mediastinal lymphade- 
nopathy. 

Summary 


Bilateral pulmonary hilar lymphadenop- 
athy is an occasional accompaniment of 
"idiopathic" or nonspecific erythema nodo- 
sum, manifested by a conspicuous roentgen- 
ologic appearance and absence of clinical 
signs. Differentiation from sarcoidosis is the 
most important diagnostic consideration. A 
case illustrating the characteristics of the 
syndrome is presented. A prescalene biopsy 
provided no evidence of abnormal lymphoid 
structure, frustrating our anticipation of 
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3 d fying de Ls e alteration of the 
mediastinal lymph nodes. 
. . The valuable assistance of Col. Allen D. Smith, 
|... USAF (MC), is gratefully acknowledged. 
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dermatosis. 


= scattered over the trunk, extremities, 


- Generalized Pustular Dermatosis 


Report of a Case 


FRANKLIN S. GLICKMAN, M.D., Brooklyn 


Introduction 


Recently, we saw a case of a generalized 
pustular dermatosis which impressed us at 


— first glance as being either dermatitis her- 


- petiformis pustulosa or subcorneal pustular 
Close observation of this case 
raised some interesting points with regard 
to the inter-relationships of the pustular 
dermatoses. 


Report of Case 


A 37-year-old man was admitted to the Bronx 
Veterans Administration Hospital on March 7, 
pustular 


— — ' an episode of pneumonia, and thrombophlebitis. In 


November, 
pulmonary 


1957, he was hospitalized because of a 
infarct secondary to an embolus. In 
1957, the patient developed pustular 


lesions on the palms and soles associated with 


 papulopustular lesions of the anterior chest and 


forehead. Cultures were sterile. The pustules 
ruptured and dried, and the overlying epidermis 
desquamated. The condition improved until dis- 


Lr charge in January, 1958. Scattered pustules or 


groups of pustules continued to appear on the 
palms and soles until the March, 1959, admission. 
'The patient developed a sore throat on March 1, 
1959. On March 5, 1959, he suddenly developed a 
generalized pustular eruption accompanied by a 
mild pruritus and a low-grade fever. 

Physical examination revealed erythematous, cir- 
cumscribed plaques, from 0.5 to 1 cm. in diameter, 
face, and 
scalp. Superimposed was either a single, central, 
yellowish pustule, a large, yellowish, central pustule 
with minute peripheral pustules, or grouped minute 
pustules. The palms and soles were covered with 
large, discrete, purulent bullae. 

A biopsy specimen from the tyunk revealed an 
irregularly acanthotic epidermis with overlying 


Submitted for publication March 28, 1960. 

From the Dermatology Section, Medical Service, 
Veterans Administration Hospital, Bronx, New 
York. 
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parakeratosis. A large, intraepidermal vesicle con- 
taining neutrophils was noted. There was a mod- 
erate amount of lymphocytic and neutrophilic 
exocytosis. There was moderate perivascular in- 
filtrate in the cutis consisting mainly of round 
cells. In several areas there was edema of the 
upper cutis, occasionally approaching  vesicular 
quality (Fig. 1). 

Laboratory data, including hemoglobin, white 
count, urinalysis, VDRL, and chest x-ray, were 
normal except for an 896 eosinophilia. 

The evolution was observed with no therapy. 
The bullae on the palms and soles ruptured, and 
the overlying epidermis peeled off in large sheets. 
The pustular plaques on the body dried leaving 
psoriasiform plaques. Auspitz’s sign was absent. 
New pustules were widely scattered, minute, and 
rare. Within a week the scaling disappeared, and 
the erythema began to fade, leaving no residuals. 
The entire course ran for three weeks, and the 
patient was discharged. 

A biopsy from a psoriasiform lesion showed 
changes suggestive of neurodermatitis, not psoria- 
sis. Scattered pustules continued to be present on 
the palms and soles. Several months later, follow- 
ing an upper respiratory infection, the patient 
developed an acute flare with many purulent bullae 
on the palms and soles, but no generalized eruption. 
Over a five-day period, the eruption subsided, 
leaving scattered pustules on the palms and soles. 


Comment 


JDuhring* described dermatitis herpeti- 
formis pustulosa as consisting of yellowish 
pustules on an “angry” skin, varying in size 
from a pinpoint to a bleb. On the trunk, he 
stated that a central pustule “‘will often be 
surrounded by a variable number of smaller 
pustules.” In other areas, the lesions may 
be “discrete, and even disseminate.” This 
clinical description is identical with ours. 
However, in our case, the eruption was 
short-lived rather than chronic, and the pus- 
tules were intra-epidermal, containing neu- 
trophils, rather than being the subepidermal, 








GENERALIZED PUSTULAR DERMATOSIS 


Fig. ].—1 [istologic Sec- 


tion showing  intra-epi- 
dermal  pustule. Biopsy 
specimen taken from a 


lesion on the trunk, 


eosinophil-containing vesicle of Duhring's 
disease. 

Impetigo herpetiformis was considered. 
Hebra,* described a grouped pustular erup- 
tion. of associated with 


pregnant women, 


constitutional symptoms, and often termi- 
nating fatally. Our patient in no way re- 
this Also, 


sembled description. 


4 


many 


authors, Duhring* included, have consid- 


Fig. 2.—Pustulobullous eruption on the hands 
during the acute generalized episode. 





Glickman 





ered impetigo herpetiformis simply as a 
variant of dermatitis herpetiformis. 

We considered subcorneal pustular der- 
Wilkinson H 


describe this entity as occur- 


matosis. Sneddon and and 
others 75710 
ring mainly in middle-aged women and as 
being chronic. Circinate groups of pustules 
are found chiefly in the axillae, groin, and 
on the abdomen and flexor surfaces of the 
extremities. Histologically, one sees sub- 
corneal pustules containing neutrophils. 
Sulfapyridine and the sulfones, known to 
be effective in Duhring’s disease, are of 
value in this entity. Our patient was male; 
the distribution pattern described above was 
absent; the lesions were not circinate, and 
These 


differences tended to exclude the diagnosis 


the pustules were not subcorneal. 


of Sneddon and Wilkinson’s disease.™! 
The persistent intermittent appearance of 
pustules on the palms and soles brought 
to mind pustular bacterid. Andrews! de- 
scribed this as occurring in middle-aged 
persons. Pustules are seen on the palms and 
soles during the acute phase. Exfoliation oc- 
curs later on. According to Andrews, a focal 
bacterial infection is usually found. His- 
tologically, one finds vesicles deep in the 
epidermis containing neutrophils. If the gen- 
eralized eruption had not occurred, we would 
have made a diagnosis of pustular bacterid. 
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E. Hellier? described what he termed a gen- 
. eralized pustular bacterid. His patient was 
st a middle-aged man who had intraepidermal 
Ber stules on the palms and soles for several 
ars before developing circinate patches of 
B sbeorneal pustules on the trunk, which 
E: E - cleared only with the utilization of dapsone 
- (diaminodiphenylsulfone). Hellier labeled 
. his case a pustular bacterid; yet he felt it did 
E * mot differ basically from subcorneal pustular 
E dermatosis. Our patient was not the same 
— as Hellier's patient. In our case the gen- 
"eralized eruption appeared in waves follow- 
| 3 ing an infection of some other system and 
was short-lived. The pustules were intra- 
B" B ueri rather than subcorneal. Our pa- 
E tient appeared closer to the concept of a 
^. pustular bacterid than did Hellier's patient. 
EE — The evolution of our case is neither that 
= of subcorneal pustular dermatosis nor der- 
` matitis herpetiformis pustulosa. It differs 
- from pustular bacterid of Andrews, as well 
i E as from Hellier's generalized pustular bac- 
. terid. Yet we feel that this patient must be 

- classified within this group. 


P Epstein $ and Callaway and Sternberg ? 
| - have concluded from experimental evidence 
: that bacterial allergy may be a factor in 
_ dermatitis herpetiformis. Andrews! very 
. definitely introduces the concept of bacterial 
3 allergy in his discussion of pustular bac- 
_terid. Hellier,® in discussing his so-called 
E generalized pustular bacterid, feels that 
—- bacterial infection is the trigger, rather 
— than the cause. Bacterial allergy has not been 
^ considered at all in relation to subcorneal 
~ pustular dermatosis. Thus the role of bac- 
"terial allergy in these entities remains to 
-~ be clarified. 
EA We believe that the pustular dermatoses 
— are all related to one another, forming a 
continuous, but varying, clinical and path- 
E ological continuum. Our case appears to 
aU tbe a bit of evidence in favor of the ex- 
- istence of such a continuum, fitting between 
. Hellier s generalized pustular bacterid, and 
pustular bacterid of Andrews. In our pa- 
tient, the relationship between the general- 
E oed episodes and infection of a system 









other than the skin causes us' to raise the 
question of bacterial allergy as an etiologic 
factor. 


Summary and Conclusion 


A case of a chronic pustular eruption 
of the palms and soles, with several gen- 
eralized episodes occurring in conjunction 
with infection of a system other than skin, 
has been described. 


The differential diagnosis of the pustular 
dermatoses has been discussed. 


The present case best fits between pustular 
bacterid of Andrews and generalized pus- 
tular bacterid as described by Hellier. 

The question of bacterial allergy as an 
etiologic factor in this group was raised. 


It is felt that the pustular dermatoses are 
all related to one another, forming a con- 
tinuous, but varying, clinical and pathologic 
continuum. 


928 Bushwick Ave. (21). 
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E Effects of Methotrexate on Basal-Cell Carcinomas 


Most basal-cell carcinomas of the skin are 
- readily detectable and, being accessible, can 
ES be successfully treated either surgically or 
- radiologically., In some few patients, how- 
1 - ever, lesions may be so numerous or attain 
E such large size that attempts to eradicate the 
- lesions by either of the above means meet 
— with certain failings or shortcomings. In 
- such cases the trial use of selected chemo- 
E Boe compounds seems warranted. 
E A number of chemical agents are known 
E . to have at least some measurable inhibitory 
= effect on the growth or progression of some 
^ cancers in man. None, however, affect 
- sufficient numbers of different types of can- 
| cers to warrant their general therapeutic use. 
Among the compounds that have been 
subjected to clinical trial to date, the folic 
E acid antagonists have produced, in both nor- 
mal and neoplastic tissues, changes that seem 
: to be significant enough to attract particular 
E attention. In 1948, Farber et al.! reported 
ae =~ that aminopterin (4-aminopteroylglutamic 
—— acid) caused beneficial responses in children 
E with acute leukemia. Li et al? in 1956 re- 
- ported that the chemically similar compound 
methotrexate  (4-amino-N'?-methylpteroyl- 
3 -glutamic acid; Amethopterin) caused regres- 
E = sion of metastatic lesions of choriocarcinoma 
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in women, an observation subsequently 
reconfirmed by Li et al? and by Hertz et 
al.* 

Some of the so-called toxic side-reactions 
of the folic acid antagonists, namely alopecia 
and ulcerations of the oral mucosa, have 


indicated that these drugs seriously interfere 


with normal cellular function in tissues 
derived from or related to the epidermis. 
The nature of this interference appears to 
be principally an inhibition of mitotic activity 
of the cells of these tissues. Marked sup- 
pression. of mitosis in the matrix cells 
of growing scalp hairs has been observed 
following methotrexate. During this period 
of suppression, a hair shaft is produced that 
is much thinner than normal and correspond- 
ingly weakened; ê it is the breakage of 
such hairs at their zones of weakness that 
accounts for the loss of hair seen clinically. 


A similar suppression of mitosis occurs 
in cells of the epidermis, following systemic 
therapy with this drug. At least such is the 
case in the hyperplastic epidermis of psoria- 
sis,^ where the reduction in rate of cellular 
reduplication primarily accounts for the 
abrupt cessation of scale production and 
clinical clearing of the lesion. 


Suppression of mitosis in the mucosa of 
the “alimentary tract following methotrexate 
has been demonstrated by Ferguson et al.§ 
This finding would explain the oral ulcera- 
tions and probably the gastrointestinal symp- 
toms associated with the use of this drug. 


On the basis of the foregoing evidence of 
the ability of methotrexate to inhibit the 
growth of tumors in man, and its ability 
to suppress mitosis in epidermis and 
epidermally related tissues, the probability 
that this drug would affect tumors of epi- 
dermal origin was postulated. Thus, the 
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trial use of methotrexate in the treatment 
of patients with extensive basal-cell carci- 
noma was undertaken. 


Patients and Procedures 


Seven patients, of whom 5 were women 
and 2 were men, are included in this report. 
All patients were referred to the Clinical 
Center for investigational studies and ther- 
apy because of the extent of their tumors 
and treatment difficulties encountered by 
their referring physicians. A histologic 
diagnosis of basal-cell carcinoma was es- 
tablished in each case prior to therapy, and 
biopsies were repeated at intervals there- 
after, to determine histologic changes that 
might occur. Photographs of the patients 
were taken prior to, during, and following 
treatment. Laboratory data obtained prior 
to initiating therapy included hemoglobin, 
white blood cell count and differential, 
platelet count, reticulocyte count, bone mar- 
row examination, urinalysis, blood urea 
nitrogen, liver function tests, and chest x-ray 
examination. Other examinations were per- 
formed as indicated in each individual case. 
During therapy, the hemoglobin, white blood 
cell count, and platelet count were deter- 
mined at twice-weekly intervals. Blood 
chemistry values were determined at longer 
intervals. 


Methotrexate was given as daily oral 
doses to only one patient. To 2 patients 
the drug was given intramuscularly in 
courses consisting of a daily dose for 5 
consecutive days, a regimen reported by 
Li et al? Large, single intravenous doses, 
as used by Condit? were subsequently 
given to all 7 patients since it was felt that 
this regimen permitted antitumor effects that 
were as good as or better than those ob- 
tained with the other schedules, and that 
it was associated with no greater, and per- 
haps less, "toxicity." The intravenous doses 
have been repeatedly given in all but one 
patient. The intervals between doses varied 
from 2 to 4 weeks, depending upon the 
degree of bone marrow depression provoked 
by the prior dose in each instance. 


Van Scott et al. 
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In one case methotrexate was injected — | 
directly into several tumors in an attra a E> 
to ascertain whether the drug possessed local, - 

E. 
direct actions. e 
Clinical Observations 


A summary of the dosage schedules em- i: 
ployed, antitumor effects, and toxicity is 
presented in the Table. Other pertinent 
clinical data are included in the followin 


case summaries. ta 

Case l.—The patient was a 44-year-old white. 
woman with a 10-year history of basal-cell tumors. 
of the skin. Previous therapy had consisted o T 
surgical excisions of tumors with plastic recor E 
struction and radiation. On admission, tumors, - 
measuring up to 3 cm. in diameter, were prese ds | 
on the arms, legs, and trunk. The skin of the fa e 
was diffusely infiltrated with basal-cell carcinoma. 

Methotrexate was administered as large, single 
intravenous doses given at approximately 2- we 
intervals. Within one week following each «dose, 
the tumors became moderately hemorrhagic | and 
superficially necrotic. At the end of 3 mont 
of therapy (6 doses of drug) :a definite reducti 
in size of the tumors was evident (Figure. 1). | 
Five months later, with no further therapy having - 
been given, beginning regrowth of the tumors was - 
apparent. pr- 

Case 2.—The patient was a 41-year-old white 
woman with a 10-year history of innume able 
basal-cell tumors on the scalp, face, neck, and - 
trunk; the tumors measured 1 mm. to 6 cm. in 5 
ailiietsr, Of particular interest was the fact that. E 
her mother had multiple skin cancers and had died ~ 
of hemorrhage incident to an invasive lesion 1 
the neck. Her brother had extensive basal-cell 
carcinomas. Her son had developed basal-cel E 4 
cancers at the age of 9 years. There was no known ` 
history of exposure to possible carcinogens. 
Previous treatment had consisted of local excision - 
of lesions, which was discontinued because off 
rapid development of new lesions. 

In response to treatment with methotrexate, the 
tumors became hemorrhagic approximately one 
week after each course. With the lower dosia 
the reaction was less in degree than that occurring — 
with the higher dosages. During the first 3 months. 
of the treatment period, a reduction in size of. 
most tumors was observed, and a few small neo-- 
plasms became no longer visible clinically (Figs. | 
3, 4, and 5). Several of the areas which previously 
had been sites of gross tumor were biopsied. None E 
of these spetially selected sites showed evidence x 
of tumor histologically. Although following each | 
subsequent course of methotrexate, a rm de 
reaction appeared in the tumors, further reduction 
in size of tumors seemed to be progressively less. 
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METHOTREXATE—BASAL-CELL CARCINOMAS 





Following her last course of the drug, the 
patient developed anorexia and was found to have 
a slightly enlarged, tender liver. Liver function 
studies at this time showed a sulfobromophthalein 
retention of 44% at 45 minutes, an alkaline phos- 
phatase of 5.1 B-L units (normal 0.8-2.9 units), 


Fig. 2 (Case 2).—4A, 
basal-cell tumors of face 
before methotrexate ther- 
apy. B, hemorrhagic re- 
action of tumors one week 


after LV. injection. of 
drug. C, appearance of 
tumors after 5 courses 


of methotrexate. 


and a 2+ cephalin flocculation test. Within the 
next month these abnormalities returned to near 
normal, and at no time was there jaundice. The 
patient had had a hysterectomy performed 2 months 





Van Scott et al. 


Fig. 1 (Case 1).—48 
before therapy. Basal-cell 
tumor on left knee (left) 
and on left forearm 
(right). B, appearance 
of tumors 2 months later, 
after 5 courses of metho- 
trexate therapy. 


previously and had received blood transfusions at 
that time. Although it was considered possible 
that she had an unusual serum hepatitis, it seemed 
more likely that this episode represented drug 
toxicity, and that further therapy with methotrexate 
was contraindicated. 





Case 3.—' The patient was a 55-year-old white 


woman with a 14-year history of basal-cell carci- 
nomas of the face and scalp. Multiple surgical 
excisions that had required extensive plastic repair, 


Fig. 3 (Case 3).—24f 
basal-cell tumors of face 
before methotrexate ad- 
ministration. B, hemor- 
rhagic reaction of tumors 
one week later, following 
drug. 
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and radiation therapy had been used prior to her 
admission, but tumors had persistently recurred at 
the margins of operative sites and had invaded the 
grafted skin. 

Hemorrhagic reactions of the tumors similar 
to those observed in the 2 previous patients also 
occurred in this patient following each course 
of the drug (Figure 3). After nine courses of 
the drug had been given, the tumors appeared 
flattened, but their diameters had diminished only 
slightly. Therapy was discontinued. 

A diffuse, pruritic, erythematous, macular erup- 
tion of the upper trunk occurred after the first, 
second and fourth courses of the drug but did not 
appear with any of the others. After her final 
course of methotrexate, sulfobromophthalein re- 
tention was found to be 12% and the cephalin 
flocculation test to be 2+. Other liver function 
tests were normal. Within the next 2 weeks all 
tests of liver function were normal. 

Case 4.—The patient was a 48-year-old white 
man with multiple superficial erythematous basal- 
cell carcinomas of the face, neck, and trunk, that 
had first begun to appear 10 years previously. 
On the scalp were several basal-cell tumors, the 
largest of which was the size of a golf ball. The 
patient had received no previous therapy. 

After both oral and intravenous administration 
of methotrexate, a hemorrhagic reaction developed 
in the neoplasms. The reaction was much more 
marked following the intravenous doses and was 
apparent in the superficial erythematous 

At the termination of drug therapy, the 


most 
lesions. 


superficial lesions were no longer clinically de- 
tectable except for residual hyperpigmentation of 
the previously involved sites; the tumorous lesions 
persisted, although somewhat less elevated. 
Immediately after the last intravenous dose of 
methotrexate, the patient experienced sudden onset 
of weakness, syncope, dyspnea, and tachycardia, 
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all of which subsided spontaneously within a few 
minutes. The reaction was considered to be an- 
aphylactoid in nature, and drug therapy was dis- 
continued. 


Case 5.—The patient was a 42-year-old white 
man with a 9-10-year history of multiple basal-cell 
carcinomas of the skin of the face, neck, and 
trunk. Previous therapy had included multiple 
excisions with skin grafting and radiation therapy. 
His major lesion was a recurrent tumor in the 
operative site on the bridge of the nose, which 
was ulcerated down to bone at that site. 


Treatment with one course of intravenous 
methotrexate (single dose of 10 mg. per kilogram) 
was given. Minimal bleeding and crusting occurred 
at the margins of the ulcer. Although no signs 
of systemic toxicity occurred with this dose of 
the drug, the response of the tumor was so minimal 
that further drug therapy was not pursued. 

Case 6.— The patient was a 9-year-old white girl 
with xeroderma pigmentosum, a diagnosis estab- 
lished since the age of 2 years. A sister had pre- 
viously died from this disease. During the past 3 
years many tumors had developed on the face 
that were histologically identified as basal-cell car- 
cinomas. The lesions were particularly numerous 
about the eyes, nose, and mouth, although the 
largest tumor, measuring approximately 3 cm. in 
diameter, was located on the left cheek. 


With each course of antimetabolite, the tumors 
became profusely hemorrhagic and necrotic. Over 
a 5-month period of therapy there was some re- 
duction in size of most lesions, and the large 
tumor on the left cheek underwent a remarkable 
decrease in size (Figure 4). Because of socio- 
psychological reasons, this patient was not re- 
turned to the hospital by her family after a 
temporary release, despite medical advice to the 


contrary. 


Fig. 4 (Case 6).—4, 
patient with xeroderma 
pigmentosum before treat- 
ment. Note large tumor 
on left cheek. B, patient 
5 months later, after 7 
courses of methotrexate. 
Photograph taken at 
height of tumor reaction 
to drug. Tumor of left 
cheek considerably dimin- 
ished in size. 
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Case 7—The patient was a 38-year-old white 
woman with multiple superficial basal-cell car- 
cinomas of the face, which began appearing ap- 
proximately 6 years previously. The dorsum of 
the nose was the site of a tumor that infiltrated 
deeply to the extent that the nasal mucosa ap- 
peared to be involved. 


Two courses of intravenous methotrexate were 
given, the tumors responding in a fashion similar 
to that observed in the other patients. Further 
therapy of this patient has consisted of combined 
use of radiation and methotrexate, the results of 
which have not yet been evaluated. 

In all of the patients of this study, the tumors 
that responded most pronouncedly to metho- 
trexate were those which were inflamed to begin 
with; the more erythematous a lesion was before 
the drug was given, the more hemorrhagic and 
necrotic it became in response to the drug. 

Histologic Changes in Tumors Following 
Methotrexate. —Biopsy specimens of lesions 
were obtained at times when the lesions 
showed maximum gross reaction, which, in 
those instances where the drug was given 
intravenously, was approximately one week 
after the injection. Little in the way of 
sequential changes that occurred in the 
tumors can thus be interpreted from these 
specimens. Nevertheless, evidence of histo- 
logic damage to the tumor tissue in these 


specimens should be at least mentioned. 


Although the bulk of tumor tissue in most 
histologic sections appeared normal, save 
perhaps a decrease in number of cells in 
mitosis, scattered foci containing degenera- 


Fig. 5—A, Example of 
focal areas of apparent 
damage within tumors 
following methotrexate. 
Biopsy specimen obtained 
at height of gross clinical 
response to drug. Re- 
duced about 37% from 
mag. X 205. B, Higher 
magnification of Figure 
10. A, Cellular degenera- 
tion is apparent. Reduced 
about 37% from mag. 
x 505. 
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tive-appearing cells could be identified (Fig. | 
5). The cells in these areas were markedly | S. 
swollen. Their nuclei were either pyknotie — 
or fragmented, and their cytoplasm contained | 
an abundance of amorphous, granular sub- - 
stance, 1 
Whether these changes are primarily teg E 
result of the action of methotrexate on the 
tumor directly, or whether they are M 
ary to other changes in the lesion (e. * 
vascular damage) cannot be ascertained in ~ 
these specimens. Another more specifically ag 
designed study to answer these and other . 


related questions is being carried out. 2 
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Local Injection of Basal-cell Tumors with - 
Methotrexate.—ln one patient (Case 2) E 
small tumors on the back were each injected < 
with 0.1 ml. of methotrexate solution (50:3 e 
mg. per milliliter). These lesions vere 
biopsied at intervals during the next week. — 
No changes were discernible in the tumors — 
that could be attributed to specific effects of - 
the drug. E 


25 


Comment 


The results of this study demonstrat 
that the folic acid antagonist, methotrexate, f 
has a demonstrable and occasionally very — 
good effect on basal-cell carcinomas of the ` 
skin. We are aware of no reports to date - 
of patients primarily treated for basal-cell ~ 
carcinomas with folic acid antagonists, but < 
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this is not surprising since most skin cancers 
x “are successfully treated by conventional 
means. This latter fact is also the reason 
— why the use of such chemotherapeutic drugs 
E En the general treatment of basal-cell carci- 
noma can readily be dimissed as impractical 
Band unnecessary. The doses of methotrexate 
(o necessary to cause significant effects on 
basal-cell tumors are large, provoking 
E marked changes in normal body tissues. 
. Investigative clinical trial of such drugs 
"would seem to be warranted in only those 
- patients with extensive tumors, who present 
EC formidable difficulties for standard treatment 
E | approaches. 


A 


—- Though permanent damage of some tu- 
: E" was observed in the present study, it 
EC perhaps well to direct attention to the 
` apparent transient, reversible damage of 
most tumors, for this latter effect is more 
| comparable to the effects of methotrexate 
on normal epidermal and epithelial cells of 
= the body and epidermal cells in lesions of 
_ psoriasis. On the other hand, the drug was 
— selected for trial therapy because of biologic 
b . relationships of these cells to the cells of 
~ the tumor. 
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: The effects of methotrexate on epidermal 
| E " and epithelial cells seem to be proportional 

to the mitotic activity of the cells of each 

tissue. Thus the root of growing hairs, 

Xe the most mitotically active tissue of 

the body, is exquisitely sensitive to the ef- 

fects of this drug and other antimetabo- 
E - lites, 10 and the hyperplastic epidermis in 
- psoriasis shows marked changes, whereas 
. normal epidermis is relatively unaffected." 
_ Perhaps relative to this is the fact that basal- 
ell tumors with gross signs of inflammation 
M more reactive to methotrexate than 
T noninflammatory lesions. By analogy with 
responses of other tissues to this drug, it 
_may be postulated that mitotic activity is 
ae: 'reater in tumors with dilated blood vessels 
E -than in tumors with vessels enot dilated. 
- Although this is probably so, the correlation 
En as not been demonstrated. Another possible 
^ ex] planation of the greater reactivity of in- 
flat med tumors to methotrexate might be 
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that the blood vessels of’ such tumors are 
themselves more sensitive to the action of 
the antimetabolite than the vessels of non- 
inflamed lesions. In either case, greater 
reactivity of basal-cell tumors to methotrex- 
ate, and perhaps other tumors, might be 
achieved by exposing the tumors to small 
doses of radiation and later administering 
the drug at a specific time when inflamma- 
tion and mitotic activity are optimally maxi- 
mal. Studies along these lines are being 
pursued. 

The failure to find local antitumor effects 
from intratumoral injections of methotrexate 
is somewhat puzzling but is comparable to 
the situation in psoriasis. In this disease the 
epidermal lesion clears quite well in re- 
sponse to a systemically given drug but 
shows no such clearing in response to a 
topically applied drug.* 


Summary 


Seven patients with multiple basal-cell 
carcinomas were treated with the folic acid 
antagonist, methotrexate. Tumors of these 
patients became hemorrhagic and superfi- 
cially necrotic in response to drug therapy. 
Most tumors were reduced in size; a few 
disappeared entirely. Eradication of all tu- 
mors was not achieved in any patient. 
Effects on tumors were not achieved without 
signs of toxicity in other tissues and organs 
of the body. 


Lesions that were clinically inflamed be- 
fore the drug was given reacted much more 
noticeably than noninflammatory lesions. 
Possible explanations of this are discussed 
in reference to enhancing tumor reactivity 
to drug. 


National Institutes of Health (14). 
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ABSTRACT OF DISCUSSION 


Dr. Maurice SurLivAN, Baltimore: Dr. Van 
Scott has presented convincing clinical evidence 
of interference with survival of basal-cell car- 
cinomas following the intravenous administration 
of methotrexate. Although the effect of this 
chemotherapeutic agent was temporary, it was 
definite and reproducible. Some of the tumors de- 
creased in size; others underwent complete invo- 
lution. Tumor-cell death was manifested by gross 
necrosis and sloughing followed by hemorrhage 
into the altered tumors that were undergoing 
regression. The maximum gross reactions were 
described as (1) a decrease in the number of 
cells in mitosis, and (2) scattered foci of swollen 
degenerated cells, containing the pyknotic and 
fragmented nuclei, and an abundance of amorphous, 
granular substance in the cytoplasm. The histo- 
logic data are not as impressive as the clinical 
exhibitions and cannot be accepted without com- 
ment and perhaps challenge. First, it is difficult 
to document "a decrease in the number of cells 
in mitosis" by merely observing what appears 
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to be less than the “usual amount” of mitotic figures 
in a basal-cell carcinoma. This is obviously an - 
extremely variable number, and therefore there — 
is no valid control comparison. Second, the one . 
photomicrograph presented shows a central focus .- 
of epidermal cells which are degenerated, swollen, - VN 
and distorted, and which either lack nuclei or — 
contain shrunken, pyknotic, hyperchronic, and P. E 
fragmented nuclei. Cytoplasm in the depicted cells Pe 
is granular, amorphous, and in some cases absent - B 
with only the cell outlines remaining. While these - ^ 
altered cells most probably represent results of . 
damage from the chemotherapeutic agent, never- - E 
theless, similar foci are found in some untreated - 
basal-cell carcinomas prior to "spontaneous" ulcera- | s 
tion. It is therefore difficult to interpret these — 
microscopic findings as a specific manifestation of 
methotrexate injury. 


E 
EU. 


In spite of the unconvincing microscopic find- ` 
ings, the clinical proof of response of basal-cell - B 
carcinoma to methotrexate is apparent, and Van | Er 
Scott’s demonstrations of this effect add addis 
tional clinical documents to the considerable datam = 
that have been accumulated in an effort to explain - 
the mechanism of action of methotrexate. There 
are many gaps in the knowledge of this E 
nism, and this is therefore a valuable contribution. | 
In general it is known that methotrexate blocks. D 
important actions of folic acid metabolism and — 
cytopoiesis, but there is insufficient documentation . 
of cytologic effects to identify the exact location . 
of the injury. It has been shown that in th 
gastrointestinal tract there is swelling and cyto- - 
plasmic vacuolization of mucosal cells 6 hours - 
after administration of methotrexate. Later there 
is desquamation of epithelial cells, extrusion of - 
plasma into the bowel lumen, and bmphoie 
infiltration of the submucosa. Terminally the en- 
tire gastrointestinal tract exhibits hemorrhagic - ua 
desquamating enteritis. Twenty-four hours after 
administration interference with maturation of p : 
erythrocytes can be demonstrated. Interference — — 
with embryogenesis also occurs. - 


How may the effects demonstrated by Van Scott | i 
be fitted into the picture? It is not possible to 
ascertain from the data presented when the initial 
signs of cell damage occurred in the skin tumors. 3 
The maximum damaging effect apparently oc- 
curred at a reproducible time, namely, in 7 dass. E 
A cytologic comparison of gastrointestinal and | 
cutaneous effect would be of interest. Also, what A 
was occurring simultaneously in the skin he 
jacent to the tumors would be informative. Gt. — 
is very easy fgr a discusser to make suggestions | 
about what should have been done and to ind 
inadequacies in experimental procedures. Ho OW 
ever, realizing the magnitude of detail ent: 
believe that it is necessary to obtain midi ore 
histologic data before there can be proper pre of to 


1 61/1 769 * 




















IG e afl UR, | Dee ASE A a REESE 
P AID PES IR descr t S M TUA NE T" KU 

















ae 
- support some of the theories regarding the action 
—— of methotrexate.) 

- Previous investigations of methotrexate by Van 
-— Scott were based on the premise that the nature 
d of the interference with normal cell function 
2 pers to be principally an inhibition of mitotic 
activity. He presented data on hair and psoriasis 
ra o support this premise; and in his interpretation 
— of the results with temporary changes in basal- 
d cell carcinomas, an attempt was made by the author 
- to fortify the contention that methotrexate was a 
De - mitotic poison that would act on the proliferating 
- basal cells. The manner in which he achieved the 
- softening, the shrinking, the ulceration, and the 
"s sloughing followed by hemorrhage into the altered 
— tumors is probably much more complex than arrest 
2 of mitosis, and, as previously stated, there is no 
—-- convincing proof in this presentation of arrested 
— mitoses, except the finding of "decreased mitosis.” 


- — Much has been written about mitotic poison- 
EC ings, and various classifications have been pre- 
E sented in an effort to explain the mechanism of 

- various agents used in chemotherapy. Many of the 
— classifications, such as Ahlstrom’s, (Ahlstrom, 
© €. G: Acta path. et microbiol. scandinav. 91 :52, 
—. 1951) are based on morphologic cellular alterations. 
' Thus, there are (1) spindle poisonings, such as 
. colchicine and podophyllin; (2) interphasic poi- 
- sonings, such as the mustards; karyoclastic poison- 
 ings—for example, phenol, and (3) other poisons 
= of insufficiently analyzed effect, including the anti- 
— folics. 


alterations in tumor and normal cells of patients 
= treated with methotrexate before this antimetabo- 
= lite will be understood, and indeed before it can 
be fitted properly into a classification of mitotic 
= poisons. The complexity of the effects of anti- 
—— metabolites was recently pointed up by the follow- 
- - ing remarks of Biesele (Biesele, J. J.: Mitotic 
E Poisons and the Cancer Problem, Houston, Texas, 
—- Elsevier Press, Inc, 1958, p. 169): “The life 
of a cell, and the events leading to cellular pro- 
liferation, may be considered to be complex sets 
_ of interlocking reactions and equilibria, delicately 
E regulated and subject to upsets by material ex- 
Ee cesses and deficiencies, activations and inactivations 
_ of catalysts, and the vagaries of energy supply. 
- The presence of an antimetabolite may in some 
~ . respects be equivalent to a deficiency of the 
^. corresponding normal metabolite. An antimetabo- 
— lite may not merely inhibit some synthesis, but 
— -— it may also lead to the formation of a defective 
— synthetic product in which it is incerporated. The 
D net result on cell life may then be the same as 
—. that brought about by the classes of inhibitors that 
—- denature nucleic acids or proteins. The latter may 
E nciude the catalysts of vital processes such as 

those involved in energy metabolism. A depres- 
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sion in this respect may sometime$ be primary, 
with interference in cell division following as a 
secondary effect.” 


Dr. Norman M. Wrone, Toronto: One of the 
problems which, I am sure, all of us have to face 
is the multiple superficial basal-cell carcinomas. 
These are slow-growing tumors. The last one I 
saw had at least 20 or 30 tumors. The patient 
knew a surgeon very well, so I suggested that he 
see him, The surgeon excised all of these tumors, 
and I saw the patient a few days before I came 
to the meeting. Many of the wounds had become 
infected with a rather horrible-looking result. 


I wonder if Dr. Van Scott would tell us if he 
has treated any of these superficial basal-cell car- 
cinomas with methotrexate and, if so, what results 
were obtained. 


Dr. Georce W. BrNKrEy, Cleveland: I am in- 
terested in the family with multiple basal-cell 
epitheliomas. I think Dr. Van Scott had at least 
3 generations in one family. Since there have been 
case reports of other genetic troubles, such as 
agenesis of the corpus callosum, dental cysts, and 
so on, I wonder if any of these defects were pres- 
ent in his series. 


Dr. AnrHUR R. WoopBuURNE, Denver: Have 
any of these drugs been used locally, and, if so, 
are they effective that way? I mean, by local 
injection. 

Dr. Rees B. Rees, San Francisco: One should 
not overlook the fact that Dr. Van Scott is doing 
these studies as investigative procedures at the 
National Cancer Institute and is to be commended 
for doing so. I think that he would wish to point 
out that these drugs are investigative tools. 

There was somebody who discussed a paper that 
he gave at one of the meetings, who criticized his 
using these drugs, particularly aminopterin, say- 
ing that they were used for the treatment of leu- 
kemia and therefore were inappropriate for 
psoriasis. It is rather like saying one should not 
use x-ray therapy for disabling, but otherwise 
benign, skin diseases because x-ray therapy is also 
used for treating life-taking cancer. 


The value of these drugs as tools for the further 
understanding of histologic and histochemical stud- 
ies and for obtaining insight into the dynamics 
and pathogenesis of many skin diseases is untold 
as yet. When chemical cures for cancer are found, 
almost certainly there will be application to many 
skin diseases. 

It should be pointed out that these antifolic acid 
compounds have a cortisone-like effect and that 
they will suppress inflammation. This was shown 
by Gubner over 10 years ago, when he injected 
turpentine into the joints of rats and found that 


he could suppress the resulting inflammation about 


equally well with cortisone. 
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 METHOTREXATE—BASAL- CELL CARCINOMAS 


TAAN by and large, is kinder to the 
patient than aminopterin, and I wish here particu- 
larly to commend the work of Edmundson and 
Guy in showing its value in the treatment of 
recalcitrant and life-ruining psoriasis. 

The possibility of erasing abnormal cells with- 
out permanent damage to normal cells is an in- 
triguing one, and it is something, I am certain, 
that will ultimately come to pass as medical in- 
vestigations continue. 

Dr. Marton B. SULZBERGER, New York: I would 
like to ask Dr. Van Scott about his remarks on 
“mitotic arrest.” That to me, at least, is a sort 
of ambiguous phrase. When one speaks about the 
sort of “mitotic arrest” that he showed, it must 
mean that fewer mitoses are being inaugurated. 
When one speaks about “mitotic arrest” in the 
sense of a colchicine-like effect on tissues, one 
means something quite different. In colchicine 
effects one sees more mitoses than normally, which 
means that the further development, i.e, matura- 
tion, of the mitoses was arrested, but that new 
ones continued to develop. That is not just a 
semantic question but a fundamental difference. 

I would also like to ask Dr. Van Scott what 
happens when one gives drugs having the effect 
of methotrexate (of preventing mitoses or de- 
stroying mitotic cells) to tissues in which there 
has been a preceding mitotic arrest of a colchicine- 
like nature. Theoretically, there is a remote possi- 
bility that the effect can in that way be enhanced, 
there being a larger number of mitotic cells for 
the methotrexate to attack. 

Dr. A. RosrENBERG JR, Chicago: I should like 
to add one more bit of speculation about the inter- 
pretation of Dr. Van Scott's results. 

In looking at his photographs, one was struck 
by the hemorrhage and the necrosis, which to me 
would be difficult to explain on the basis of mi- 
totic arrest, but it brings to mind, of course, 
a Shwartzman phenomenon. 

Tumor cells are quite vulnerable to Shwartz- 
man agents. This was the basis for the old 
Coley's serum. 

I do not know whether basal-cell carcinomas 
have been studied from this point of view,” but I 
think it would be interesting to take methotrexate 
and see if it can act as a Shwartzman elicitor in 
a tissue prepared by conventional techniques. 
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Dr. Eucene VAN Scorr: I would like to thank — 
all the discussers. I can only agree with Dr. Sulli- — 
van that further work must be done to ascertain - 
whether the drug prevents mitosis specifically in - 
these tumors, the degree of such, and what sequen- | 
tial histologic changes occur. We are curren ly 
doing such studies. EC 


With regard to the effects of the drug on super- 
ficial erythematous basal-cell carcinoma, one of our — 
patients did have large superficial tumors scattered — 
over his trunk. These cleared quite readily clini 
cally. E 

Aside from xeroderma pigmentosum, no defot m S 
ities were detected in this series of patients th at 
we could establish as congenital. One patient wi 
found to have cysts of the mandible; these might - 
have been congenital. Three patients gave a ge 
tory of one or more immediate family members 
having multiple skin cancers. E 

With regard to the effects of the drug locally 
it is very interesting that with the antimetabolites Y 
generally, not only the folic acid antagonists, we 
have been unable to demonstrate local effects. For — 
example, Amethopterin placed on the skin or in - 
jected into basal-cell cancers provokes no changes, e 
as far as we have been able to detect. TNR 

This brings up the question of how this- dri ug 
works on the tumors, as raised by Dr. Ros te 1- 
berg. Although we are very interested 1 in dear 7 
logical aspects of cancer in the broad bw. a A 
don’t think the reaction of tissues to methotrex 
is an example of this. I would think, on the ot er 
hand, that these drugs might affect the proliferat- b 
ing blood vessels in the tumor, that is, by inhibit- 
ing mitosis; damage of the vessels, in turn, ight 
be reflected in damage to the tumor. This also 
might explain the hemorrhagic response of tumoi s 
to the drug. re iig p 

A clarifying point has been made by Dr. St 
berger regarding a certain classification of hema 
therapeutic compounds. Mitotic poisons, fa 
instance, podophyllin and colchicine, arrest mito es 
division in metaphase, whereas the folic acid E 3 
tagonists, as well as other antimetabolites, se 
simply to prevent mitosis. I do not know, howl 
ever, of any combined use of these 2 different types 
of agents. | w. 
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as neoplastic disease remains a controversial 
subject. The present report deals with this 
2 of seemingly unrelated dis- 
eases. The following data reveal that, when 
- childhood cases of dermatomyositis are ex- 
B cluded, the association. with cancer is a 
P significant and important feature of der- 
P. matomyositis. These studies indicate that 
. the doctor who makes a diagnosis of der- 
L0 matomyositis in an adult should initiate 
T Jm thorough and repeated searches for a hidden 
E malignant neoplasm. 
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E 
E Historical Review 

Since the original description by Unver- 
— richt * and Wagner? in 1887, dermatomyo- 
sitis has become a well-recognized clinical 

: entity. The etiology of dermatomyositis 
§ remains an enigma; in the past, infection, 
; metabolic defects, endocrine dysfunction, 

"and allergy have been implicated.** The 
| association of this disease with carcinoma 

- was reported in 1916 by Stertz? and 

[o Kankeleit? In 1935, Bezecny !? called at- 
tention to the association of these seemingly 

"unrelated diseases in two women, one 58 
- years. of age with carcinoma of the ovary, 

x and one 41 years of age with carcinoma of 
2 - the breast. Isolated cases of the coincidental 

3 Ee of dermatomyositis and cancer 

were reported between 1935 and 1950. A 
review of the literature by Schuermann !! 
1 Submitted for publication April 11, 1960. 
Í From a paper presented at the Cleveland Derma- 
- tological Society, Feb. 25, 1960. 

Fellows in the Department of Dewnatology, the 
~ Cleveland Clinic (Dr. Arundell, and Dr. Wilkin- 
— son). 
= From the Department of Dermatology, The 
E Cleveland Clinic Foundation, and The Frank E. 


ES. B 


. Bunts Educational Institute. 
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in 1951 revealed that 12.996 of reported 
cases of dermatomyositis were associated 
with malignancy. In 1959, Williams ™ re- 
viewed the literature and found that 15.3% 
of reported cases of dermatomyositis were 
accompanied by malignant neoplasms. 

lhe experience of the University Hos- 
pital of Ann Arbor with combined dermato- 
myositis and cancer was published by Curtis, 
Blaylock, and Harrell!? in 1952. They re- 
ported that 8 (17.7%) of 45 patients with 
proved dermatomyositis had an associated 
malignant lesion. In the series of 270 cases 
of dermatomyositis reported by Christian- 
son, Brunsting, and Perry in 1956, 18 
patients (6.7%) had associated neoplastic 
disease. The ages of these 18 patients 
ranged from 40 to 72 years; thus none of 
their childhood cases of dermatomyositis 
had an associated carcinoma. 


Clinical Material 


The data for this report were obtained 
by reviewing the records of all patients 
who had a diagnosis of dermatomyositis 
made at the Cleveland Clinic Hospital from 
Jan. 1, 1939, through Dec. 31, 1959. Only 
those cases which fulfilled the rigid clinical 
and pathologic requirements for the diag- 
nosis of dermatomyositis were included. 
Patients with malignant disease were in- 
cluded only if pathologic proof of the neo- 
plasm was available. 

since 1939, 35 cases of proved dermato- 
myositis were seen at the Cleveland Clinic. 
Twenty-five (71.4%) were in females, and 
10 (28.6%) were in males; the ratio of fe- 
males to males was 3.5:1. The ages ranged 
from 3 to 76 years. In theage group under 20 
years, there were 12 cases, 7 in females and 
5 in males. There were no cases of derma- 
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“ae ab^ TABLE 1.—Survey of Dermatomyositis, 1939-1959 
Sex Possible Etiologic Factors Mortality 
No. of 
Age Group, Yr. Cases M F Infection Allergy Cancer None No. 
Under 20 12 5 7 2 2 0 8 5 41.7 
20-40 - 0 2 aibi =< € ad d E cx 
Over 40 23 5 18 2 2 12 7 8 34.8 
Total 35 10 25 - 4 12 15 13 37.1 


tomyositis in the age group from 21 to 40 
years. There were no cases of associated 
carcinoma in those patients under 40 years 
of age ( Table 1), although this combination 
of diseases has been reported in this age 
group by others.9.19-1 

In the age group over 40 years, there 
were 23 cases of dermatomyositis, 5 in 
males and 18 in females. Of the 23 patients 


.12 had some type of malignant neoplasm. 


The total incidence of associated dermato- 
myositis and malignant disease including all 
age groups, is 34.3%. When only those 
cases of dermatomyositis in patients over 
40 years of age are considered, a more 
meaningful percentage of 52.2 are associ- 
ated with neoplastic disease. 

Of the 12 patients with combined disease 
3 were males and 9 were females. In males 
there was one case of carcinoma of the 
prostate, one case of carcinoma of the vocal 


cord, and one case of bronchogenic carci- 


noma. The neoplasms associated with der- 
matomyositis in females included four 
cases of carcinoma of the breast, two lym- 
phomas, one carcinoma of the ethmoid 


sinus, one carcinoma of the rectum, and one - 


malignant melanoma (Table 2). 

The onset of dermatomyositis preceded 
the diagnosis of malignant lesions in 10 of 
12 patients, by an average of six months. 
In the remaining two cases, the tumors were 
present six months and two years, respec- 


tively, before the onset of dermatomyositis. 


In these two cases, dermatomyositis ap- 
peared at the time of definite progression 
of the neoplasm. 

Six of nine patients showed definite im- 
provement of the dermatomyositis after the 
treatment of the neoplastic lesion. Three 


Arundell et al. 














of these six patients had a definite exaceibasd 
tion of dermatomyositis when the neoplasm 
progressed after initial treatment. One of. 
the patients had an exacerbation of der - 
tomyositis without detectable evidenc E 
extension of the neoplastic lesion. | Ls 
Of the 12 patients with associated tu 
and dermatomyositis 5 are dead; the dud ad 
tion of life after the diagnosis of combined d. 
disease ranged from 5 to 20 months. All of 
the deaths occurred in those patients whos e 
malignant lesions were not treated or whose 
dermatomyositis did not improve initially 
after treatment of the neoplasm. 7 a 
The incidence of combined disease by - 
year of diagnosis is an indication of the | 
increased awareness of the association of | 
dermatomyositis with cancer. Between 1939 
and 1949, one case out of a total of six - 
cases of dermatomyositis in patients over 
the age of 40 years was associated with id 
cancer. From 1950 to 1959, 17 patients with * 
dermatomyositis in the age group over 40 - 
years were seen at the Cleveland Clinic - 
Hospital; 11 (64.7%) of these 17 were 
found to have an associated neoplastic len 33 3 
sion. A 







Conclusions -Q 


The incidence of malignant disease in 
52.2% of patients over the age of 40 years - 
is well above the expected incidence for this —.— 
age group. In 1957, Sheard and Knoepfler 19 1 | 
found only one hidden malignant condition | m 2: 
in necropsies performed on 50 patients in. ; 
the age group from 40 to 70 years who died | 
following myocardial infarction. The latest - 
statistics of the U.S. Public Health serv- 
ice?? indicate that the expected incidence 1 
of malignant disease is approximately Lg 
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case per 100 patients in the age group over 


40 years. 


Because more than one-half of the adults 
with dermatomyositis seen at the Cleveland 
Clinic had an associated cancer, we propose 
that dermatomyositis deserves a prominent 
place on the list of dermatologic conditions 
that herald occult neoplasms. The medical 
profession must suspect silent neoplastic 
lesion in all adults with dermatomyositis. 
It is the responsibility of the physician to 
initiate thorough and repeated searches for 
malignant disease in all these patients. 


Summary 


Thirty-five patients with dermatomyositis 
are reported. From a review of their case 
histories the following conclusions are 
made : 

1. In 12 (52.2%) of 23 patients over 
40 years of age, dermatomyositis was asso- 
ciated with malignant neoplasms. 

2. Associated cancers were present in 12 
(34.3%) of 35 patients having dermato- 
myositis when all age groups were con- 
sidered. 

3. There were no cases of combined dis- 
ease in the patients under 40 years of age. 

4. Definite improvement of dermatomyo- 
sitis occurred after treatment of the cancer 
in six of nine patients. 

5. Exacerbation of dermatomyositis af- 
ter initial improvement occurred with the 
progression of the neoplasm in three of six 
patients. 


2020 E. 93d St. (6). 
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Multiple glomus tumors are uncommon. 
Sluiter and Postma,* in 1960, in an exten- 
sive review of the literature indicated that 
there were less than 2 dozen reported cases 
in contrast to the more than 350 cases of 


: single glomangiomas. 

— In view of their excellent paper, it is 
.. not our purpose in this brief communication 
. to review the total subject of multiple glo- 


mus tumor. We wish only to (a) indicate 
the familial nature of this tumor, and (b) 
point out the microscopic difference between 
this lesion and the ordinary glomangioma. 

The number of case reports of familial 


occurrence of the multiple glomus tumor 
. are few. In a complete review of the litera- 
. ture we were able to find only three. Tou- 


raine et al! found multiple tumors in a 
father and daughter but did not attempt 
a complete family analysis. Kaufman and 
Clark? studied a family from which we 
have partially constructed the genetic dia- 
gram (Fig. 1). Unfortunately, they did not 
signify the number of unaffected members 


. in each generation. 


Mention of familial occurrence was also 
made by Schneider? but he did not elabo- 
rate on the genetic pattern. 

There appear to be two rather distinct 
microscopic patterns for glomangiomas. 

Submitted for publication April 20, 1960. 
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- Multiple Glomus Tumor of the Pseudocavernous 


Report of a Case Manifesting a Dominant Inheritance Pattern 


B @ - AFFECTED 
O O = NON- AFFECTED 
Figure 1 


Most of the solitary glomus tumors are 
encapsulated and composed of numerous 
small endothelial lined vessels surrounded 
by a marked proliferation of small epithelial 
glomus cells. In contrast, the multiple glo- 
mus tumor is a nonencapsulated tumor, 
composed of large, wide, irregularly shaped, 
blood-filled cavities which bear marked re- 
semblance to cavernous hemangioma. The 
cavities are frequently blood-filled or house 
well-organized thrombi. The endothelium- 
lined cavities are separated from one an- 
other by collagenic connective tissue septa. 
Surrounding the endothelial lining is a two- 
to three-cell thick layer of small polygonal 
cells with pale cytoplasm and homogenous, 
round nuclei. 

Ín addition, there seem to be a few clinical 
differences between solitary and multiple 
glomangiomas. The multiple glomangioma 
usually appears before the patient reaches 
his 21st birthday, some being noted at birth, 
as in the case of the sister of the patient we 
describe below. Solitary glomus tumors are 
usually seen in somewhat older persons, the 
average age being 33 years.* Rarely does 
the multiple glomus tumor occur subungu- 
ally, while at least one-fourth of solitary 
lesions are situated in this area. 
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MULTIPLE GLOMUS TUMOR 





Fig. 2.—Multiple glomus tumor. Multiple, soft, 
raised, bluish nodules were present on the patient's 
right forearm. They were exquisitely painful to 
mild trauma. 


Report of a Case 


A. 30-year-old physician noted several elevated, 
bluish masses on his arms, popliteal areas, buttock, 
scrotum, and chest about the time of puberty. The 
lesions were extremely sensitive to mild trauma 
(Figs. 2 and 3). 
4 cm. Because of the marked sensitivity of these 
tumors on his gluteal area, he developed a sort of 


They varied in size from 1 to 


“jump reflex” to avoid being subject to exquisite 
pain if hit on the buttocks. The same sort of 
lesions were noted in his sister, his father, his 
father’s sister, and in one of her children. His 
appeared after 
father's when he was about 16 years old. Two of 


sisters tumors soon birth, his 
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Several discrete 
bluish nodules of similar nature were present on 


Fig. 3.—Multiple glomus tumor. 


the patient's scrotum, buttocks, etc. Those seen 
in this photograph were located on his upper 
thigh. 


his lesions, and a few of his sister's, were examined 
histologically several years ago and a diagnosis 
of "hemangioma" made at that time. Reexamina- 
both his sister's and his slides revealed 
The 


sembled cavernous hemangiomas, but the walls of 


tion. of 


identical microscopic features. lesions re- 


Fig. 4.—Multiple glomus 
tumor. 
demonstrating cavernous-he- 


Photomicrograph 


mangioma-like appearance of 
lesion. Close inspection re- 
veals, however, that the 
cavities are not 
just a single layer of endo- 
thelial cells. 


lined by 
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he vessels were composed of cells, four to five 


layers in thickness (Figs. 4 and 5). 


Comment and Summary 
A case of multiple glomus tumor of the 
pseudocavernous hemangioma type is pre- 
sented in which there is manifested a dis- 


— tinct autosomal dominant hereditary pattern 


(Fig. 6). 
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Figure 6 


It is likely that the paucity of cases in 
which a hereditary pattern is exhibited does 


- not represent the true occurrence and that 
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Fig. 5.—Multiple glomus 
tumor. Higher-power photo- 
micrograph of lesion seen in 
Figure 3, demonstrating the 
three- to five-cell layer wall 
which identifies this as a 
glomus tumor. 


this anomaly may be commoner than sup- 
posed. It is also likely that many of these 
cases have been catalogued under the erro- 
neous diagnosis of cavernous hemangioma, 


for the resemblance to that tumor is 


marked, especially since the glomus cell pro- 
liferation is limited in the multiple glomus 
tumor. 


Division of Dermatology, University of Minne- 
sota Medical School (14). 
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The Pathologic Dynamics of Acne Vulgaris 





JOHN S. STRAUSS, M.D., Boston, and ALBERT M. KLIGMAN, M.D., Philadelphia E 


The purpose of this exhibit is to display 
the pathologic events in acne vulgaris. De- 
cause it attacks the face, histopathologic 
study heretofore has been limited. 

The lesions of acne occur in special 
follicles, the sebaceous follicles (Fig. 1), 
which are found in great abundance on 
the cheek and forehead. These follicles also 





Figure 1 J 


Received for publication May 16, 1960. 

This work was supported in part by Grant E- 
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Meeting of the American Academy of Derma- 
tology, Chicago, Dec. 7-10, 1959, and of the Section 


occur on the chin, in the beard, and to a ~ 
less extent, on the back and chest. They 
are characterized by (1) widely dilated | 
follicular canals filled with keratin, lipids, - 

and organisms; (2) massive aul lobule 
sebaceous acini lying deep in the dermis; 3 
(3) small inconspicuous vellus hairs which - 
cannot keep the follicle cleared out. | 


n. T" À 





on Dermatology at the 109th Annual Meeting of — — 
the American Medical Association, Miami Beach, ^. 
Fla, June 13-17, 1960. E 

From the Department of Dermatology ( Herbert E 
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partment of Dermatology (Donald M. Pillsbury, XE 
Director), University of Pennsylvania. p 
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Two types of comedones develop in se-  lamellated material (Fig. 3). The mouth 
baceous follicles: 1. The clinical “black- is widely dilated; the contents can escape to 
head" (Fig. 2) is an open comedo composed the surface, and it rarely becomes inflam- 
of an epithelium-lined sac filled with horny matory. 2. In contrast, those lesions clini- 
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Figure 4 


cally classified as "whiteheads" (Fig. 4) tents from escaping (Fig. 5). The explosion 
are closed comedones and have only a of this time bomb sets off the inflammatory 
microscopic opening which keeps the con- process. 





Figure 5 
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EC The rupture of the walls of closed come- These deep inflammatory lesions are often 
-— domes leads to the liberation of lipoids and infected with Corynebacterium ( Propioni- 
-- horny material into the surrounding dermis, bacterium) acnes, an acid-producing organ- 
d exciting a foreign-body reaction (Figs. 6 ism (Figs. 9 and 10). 

t 


- and 7, early rupture; Fig. 8, late rupture). 
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While the deep lesions occur as a result 
of rupture of closed comedones, the more 
superficial pustules are of several origins. 
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Most of them occur in sebaceous follicles 
without comedones and start as small fol- 
licular breaks through which sebum escapes 
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with resulting inflammation (Figs. 11 and 12, rupture of closed comedones (Fig. 14) or — - 


early rupture; Fig. 13, late rupture). These there may be a true bacterial impetigo of E 
= small breaks are undoubtedly occurring the follicle (Fig. 15). 








= constantly. Pustules also originate from the During repair, two basic processes take — . 
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Figure 16 





- 


place. Healing by fibrosis may lead to 
hypertrophic scarring or, more commonly, 
atrophic pits (Fig. 16). In addition, the 
epidermis from the remaining follicular 
walls constantly sends out sheaths of epithe- 
lium, which tend to escapsulate any in- 
flammatory mass (Fig. 17). Often this 
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Figure 17 


encapsulation is complete (Fig. 18, en- 
capsulated amorphous material in lower half 
of specimen; lagnellated keratinous material 
of comedo above this). 

There are three major factors in inflam- 
mation : 
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Figure 


1. The injection of sebum causes severe inflam- 
mation (Fig. 19, injection of 1 cc. of 1:100 sebum). 
The major inflammatory agent in sebum appears 
to be the short-chain fatty acids which, when 
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injected alone, produce severe damage (Fig. 20, 
inflammation from intradermal injections). The 
inflammatory inciting power of sebum is greatly 
reduced when its fatty acids are removed (Fig. 
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21, same sample as used in Figure 19, with 
fatty acids removed). 

2. The injection of keratin incites inflammation 
which is predominantly of the foreign body type 


with many giant cells (Fig. 22). 
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3. Corynebacterium acnes injected into keratinous 
cysts results in their rupture with massive inflam- 
mation (Fig. 23). 


80 E. Concord St. 


(18). 
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.. The Pathogenesis of Necrobiosis Lipoidica 
Necrobiosis Lipoidica, a Form Fruste of Diabetes Mellitus 


MARVIN F. ENGEL, M.D., Brunswick, Ga., and J. GRAHAM SMITH, Jr., M.D., Durham, N.C. 


The specificity of the vascular lesions of 
the kidney, retina, and vasa nervosum in 
diabetes mellitus !^2532.29.?! and the relation- 
ship of the protein-bound carbohydrate to 
their pathogenesis have been the subject of 
much recent research and speculation.* 571. 
14.28 Elevation of the total protein-bound 
hexose and of the ae-glycoprotein in the 
serum, together with the presence of muco- 
polysaccharide in the affected vessels, have 
been demonstrated repeatedly in the pres- 
ence of the specific vascular complications 
of diabetes.* Similar findings have been 
reported in patients with necrobiosis lip- 
oidica without diabetes mellitus. It is the 
purpose of this paper to clarify the relation- 
ship between these diseases and to present 
immunologic evidence for the presence of 
an abnormal serum protein or proteins 
common to both. 

One method of separating and identify- 
ing complicated mixtures of antigen and 
antibody is the diffusion-in-gel technique. 
When employing protein antigens, sharply 
defined zones of reaction are noted because 

Submitted for publication March 30, 1960. 
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* See References 5, 13, 14, 17, 18, 22, 23, 25. 




















precipitation occurs only in the area of E 
optimal concentration of both antigen and | 

antibody.** In order to compare reactions 3 
between specific antisera prepared from the - * | 
serum of diabetic, normal, and necrobiotic 3 
patients, the complex, double- diffusione 

agar-gel technique of Ouchterlony? was | 
used. This method employs an agar plate E 
and permits a two-dimensional diffusion be 
both antigen and antibody. It allows for 
comparison of an unknown antigen with a 
known antigen through their reaction with | 

a specific antibody. 3 


Materials and Methods 


Blood was collected in the fasting state from - 3 
the following individuals : 


l. Three nondiabetics with necrobiosis lipoidica b 
of 6-17 years’ duration (Sera A, B, and C) 
2. Two normal individuals (Sera D and E) F 


3. Three diabetics with clinically detectable ar- 
teriolar disease (Sera F, G, and H) 


4. Two diabetics without clinical evidence of 
arteriolar complications (Sera I and J) 


The blood was allowed to clot at room tempera- 
ture. The serum was separated by centrifugation. 
One portion was used immediately for total pro- ` 
tein-bound hexose determinations * and paper - 
electrophoresis using a Spinco Model R electro- — 
phoresis system with a Durrum-type plastic cell — 
and an automatic recording densitometer, the 
Spinco Analytrol. After protein separation, brom- — 
phenol blue was used to stain the serum proteins, ~ 
and a modified periodic acid-Schiff (PAS) stain 
was used to demonstrate glycoproteins.® The 
remaining serum was stored in 20 ml. sterile vials - 
at 2-4C. Serum írom each of the patients with 
necrobiosis lipoidica (Sera A, B, and C) and from 
both normal individuals (Sera D and E) was - 
injected into raDbits A? through E* in the schedule — - 
shown in the following Tabulation. Each rabbit — 
weighed between six and eight pounds. No ad- . 
juvants were used. Five days after the last - 
injection each rabbit was exsanguinated to obtain . 
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Immunization Schedule 
Milliliters of Serum Injected 
1 1.00 subcutaneous 


Days 


2 1.50 intravenous 
3 ERA) 
4 1.50 intravenous 
5 1.50 intravenous 
6 ur E 
7 T 
8 2.00 subcutaneous 
9 2.00 intravenous 
10 — 
11 2.00 intravenous 
12 2.00 intravenous 
13 —— 
14 —— 
15 2.50 subcutaneous 
16 2.50 intravenous 
17 —— 
18 3.00 intravenous 
19 3.00 intravenous 
20 —— 
21 —— 
22 3.00 subcutaneous 
23 3.00 intravenous 
24 -— 
25 —— 
26 5.00 intravenous 
27 5.00 intravenous 
28 —— 


-= the specific antisera a through e. The blood was 


allowed to clot at room temperature. The serum 
was separated by centrifugation and was stored 


in the refrigerator.T 


Agar plates were prepared by adding two grams 
of Davis Bacteriologic Agar (Davis Gelatine 
(NZ) Ltd. Christchurch, New Zealand) to 100 
ml. of cold water, with 20 mg. of crystalline 
thimerosal. This was heated over an open flame 
with occasional shaking until it became frothy. 
The flask was then placed in an oven until the 
agar suspension cooled to about 56 C. Twenty 
milliliters of the agar suspension was then pipetted 
into Petri dishes and allowed to harden with the 
covers ajar to prevent accumulation of water of 
condensation on the surface of the agar. A No. 6 
cork borer was used to place three circles equi- 
distant apart and the resulting discs of agar were 
carefully removed from the plate. The apex of 
the triangle thus formed was always placed “down” 
(Fig. 1) and became the receptacle for the anti- 


sera (a-e). ^ 


T Capital letters designate serum. Lower case 
letters designate antiserum. Prime letters desig- 
nate the rabbit used to produce antiserum from 
its specific serum; ie, A (serum)—A? (rabbit)— 
a (antiserum). 
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ANTISERUM 





PATTERN FOR LOCATION OF 


SERUM AND ANTISERUM 


Fig. 1—Pattern used for loading Ouchterlony 
plates. 


TABLE l.—4ntisera a, b, c, and 
Serum Combinations 








Anti- 
serum 
a AB AO AD AE AF AG AH AI -BO 
b AB AC BC BD BE BF BG BH BI 
c AB AC BO CD CE CF CG CH OI 


Serum Combinations 





———————————ÁR ed 


Antisera a, b, c from the rabbits A’, B', C! were 
set up in combination with their specific necro- 
biosis lipoidica serum, diabetic serum, and normal 
serum (Table 1). Normal antisera d and e were 
set up in combination with normal serum (D), 
one necrobiosis lipoidica serum (A), and serum 
from a complicated and an uncomplicated diabetic 
(F and H) (Table 2). 

The plates were loaded with a Pasteur pipette. 
Eight drops of the respective serum or antiserum 
wa$ placed in each hole. The holes were refilled 
on the 3d and 6th day and the plate read and 
photographed 10 days later. 

In order to establish that loading the plates 
three times did not alter the location of antigen- 
antibody reaction and did not add false new reac- 
tions (Liesegang phenomenon), the following 


TABLE 2.—Antisera d, e, and Serum Combinations 














Antiserum Serum Combinations 
d AD DE DF DH 
e AE DE EF EH 
Vol. 82, Nov., 1960 
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Fig. 2.—Necrobiosis lipoidica serum A and B 
against necrobiosis antiserum b. Compare promi- 


whose 
reaction 


nence of bands with Figures 3 and 5 
bands are less dense. Arrow indicates 
of identity. 


additional plates were set up. One plate was filled 


three times with serum and antiserum diluted 
one-third with normal saline. One plate was filled 
one time with the same serum and antiserum and 
then with normal saline the other two times. The 
third plate was filled three times with the same 
undiluted serum and antiserum according to our 


usual procedure. 


Results 


The system was proved in that there was 
no difference other than density of the 
bands between the plates loaded one time 
or repeatedly with full strength or diluted 
serum and antiserum. 

One necrobiosis lipoidica antiserum-se- 
rum system showed more prominent precip- 
itation lines than the other two (Fig. 2). 
This patient's total protein-bound hexose 
was double that of the other two patients 
with necrobiosis lipoidica (Table 3). 


When the precipitates formed by over-. 


laying antiserum with the respective serum 
were compared, the reaction between necro- 
biosis lipoidica serum and antiserum ap- 
peared more promptly and was much 
heavier than that produced by layering nor- 
mal antiserum with normal serum. The 
precipitation lines on the Ouchterlony plates 
were more prominent in the reactions be- 
tween necrobiosis lipoidica antiserum and 
serum than in the reactions between normal 
antigen and antibody (Figs. 2, 3). From 
these observations it appears that sera from 
patients with necrobiosis lipoidica tend to 
produce a more potent antiserum than does 
the serum from normal patients. 

The reactions between necrobiosis lip- 
oidica antiserum and serum demonstrated 
from one to three additional bands as com- 
pared to reactions between normal serum 
and normal antiserum (Figs. 2, 3, 5). These 
identical bands were demonstrated when 
serum from patients with diabetes mellitus 


TABLE 3.—Protein-Bound Hexose and as-Globulin Values 

















Patients 
Total protein-bound hexose, 
mg. % A 180 
B 427 
C 200 
Mean of the total protein- 
bound hexose 269 
Mean of a globulin, % 11.73 
Mean of a »globulin, gm. 87 


Earlier Studies ?° 





27 Controls Patients Controls 
111.50 m 159.90 110.80 
7.97 11.28 11.0 
58 84 77 








Individual values of the total protein-bound hexose. Mean values of the total protein-bound hexose and the a+globulin of 3 patients 
with necrobiosis lipoidica compared to 27 controls and 8 patients with necrobiosis and 57 controls previously reported. 
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Fig. 3.—Necrobiosis lipoidica serum A and dia- 
betic serum F against normal antiserum d. Note 
the absence of extra bands. Compare the de- 
creased density of the bands with Figures 2 and 4. 


with arteriolar complications was placed 


against necrobiosis lipoidica antiserum 
(Fig. 4). Serum from one of the diabetic 
patients without arteriolar lesions did not 


show these extra bands. 


None of the extra bands was demon- 
strated when normal antiserum was set up 
against normal serum, diabetic serum 


(complicated or uncomplicated), or serum 
from the patients with necrobiosis lipoidica 
(Figs. 3, 5). 

The total 
«o-globulins which were determined in the 
three lipoidica 
were in the range of or higher than those 


protein-bound hexose and 


patients with necrobiosis 


previously reported * (Table 3). 


Comment 


There 
ing the 
severity 
the specific vascular abnormalities associ- 
ated Vascular lesions are 


is no unanimity of opinion regard- 
. . 4 = e . d 
relationship of the duration or 
of diabetes to the production of 
with diabetes. 


186/794 


ow 


7 


ARCHIVES OF DERMATOLOGY 


seen in some patients with *early and mild 
diabetes, yet may not be demonstrable in 
severe diabetes of poor control and long 
duration. 

Doth sides of this controversy have re- 
cently been thoroughly reviewed by Rick- 
etts.^* He discusses not only the part played 
by duration and severity of diabetes to the 
pathogenesis of vascular disease but also 
its relationship to sex, heredity, control, 
hyperlipemia, and hyperglycemia. He con- 
cludes his study by stating "the etiology and 
pathogenesis of diabetic vascular disease 
remain obscure." 

Similar discussions concerning the rela- 
tionship of necrobiosis lipoidica to diabetes 
and its control, duration, and severity are 


' 


-- 


found in the literature. These arguments 


can also be summed up by saying the patho- 
genesis and etiology of necrobiosis lipoidica 


i See References 3, 6, 15-19, 22, 23, 25-30, 32. 





Fig. 4—Diabetic serum F and normal serum I 
against necrobiosis lipoidica antiserum b. Note 
presence of extra bands (arrow) against the dia- 
betic serum and their absence against normal 


serum. Compare the extra bands with Figure 2. 
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A 


"ig. 5—Normal serum D and E against normal 
antiserum e. Note complete absence of extra 
bands. Compare with Figures 2 and 4. 

and its relationship to diabetes mellitus re- 
main obscure.?? 

The hypothesis that necrobiosis lipoidica 
is a form fruste of diabetes is given 
strength by the following similarities shown 
to exist between necrobiosis lipoidica and 
complicated diabetes : 

1. Intercapillary glomerulosclerosis oc- 
curs more commonly in females than in 


males.  Necrobiosislipoidica is also ob- 
served more frequently in females than in 
males. It is of interest to note that vascular 
disease in general is more common ine the 
diabetic female than in the female popula- 
tion as a whole. 

2. The complex protein-bound sugars are 
elevated in both diseases as shown by bio- 
chemical and electrophoretic techniques. J? 
has been shown that the protein-bound 
hexose can fluctuate independently of the 
blood glucose. 

3. There is PAS-positive, diastase-resist- 
ant material assumed to be mucopolysaccha- 
ride in the affected vessels of the kidney, 


Engel—5mith 


oH 

E. 

. E » = 
retina, and vasa nervosum of the diabetic — — 
and in the cutaneous vessels in the lesion ~~ 
- * . . . " pe Chr 
of necrobiosis lipoidica. E. 
This paper presents another similarity, — 

. . ‘ * . * - Cum 

that of an antigenically distinct fraction ~~ 
a 

a 


present in the serum of patients with these 
diseases and absent from the normal serum — 


. ° 478 E 
examined. By reason of the similarities — 
listed above, it is suggested that this frac- CR 


tion is an abnormal glycoprotein or possibly | 5 
a glycolipoprotein complex. The possibility ~~ 
exists that this may be a normal serum ER 
such small — 
amounts as to be undetectable by the tech- 
nique used in this series of experiments. 


fraction, usually present in 


In 62 autopsies of patients with hemo- 4 
chromatosis and diabetes mellitus No inter- 
found?!  — 
In patients with diabetes only, 15% would 
be expected to have such lesions. In a study —.— 


capillary glomerulosclerosis was 


of 32 electrophoretic determinations on 5 
patients with proved hemochromatosis and 
diabetes, the mean of the ae-globulin was ~ 
only 5.996 of the total protein (0.39 gm.) = 


whereas the means of 27 controls was Be 
= f . 328 
7.97% (0.58 gm.) (Table 4). This would mS 


seem to give more credence to the argument E 
that the elevation of the as-globulin is more ~ 
cause than result of the specific renal lesions ~ 
of diabetes. It may be that the drop in the ~ 
a-globulin protects the individual with : 
hemochromatosis and diabetes from the |. 
vascular lesions of diabetes. A similar phe- 75 
nomenon has been noted in the alloxan ~~ 








diabetic rat.*4 ES 

TABLE 4.—Mean Values of Total Protein-Bound b 

Hexose and az-Globulin d 

vs 

Patients E 

Hemochro- Necro- : 3 

Mean Values matosis’ biosis Controls I 

Total protein-bound A 

hexose, mg. % 98.40 269.00 111.60 3 
a s-Globulin, % 5.90 11.73 7.97 
gm. » 0.39 0.87 0.58 






Mean values of the total protein-bound hexose and the as- 
globulin in 5 patients with hemochromatosis and diabetes com- 
pared to 3 patients with necrobiosis lipoidica and 27 normal con- 
trols. 
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It is the conclusion of the authors that 
— full-blown diabetes mellitus consists not 
P. only of hyperglycemia and/or hypoinsulin- 
- ism but also of abnormalities of the metab- 
- olism of the complex protein-bound sugars 
. and that these latter abnormalities may 
- exist independently. It is their contention 
- that necrobiosis lipoidica is the result of 
such a condition, and as such may be con- 
. sidered a form fruste of diabetes mellitus. 


Summary and Conclusions 


The previous findings of an elevation of 
the total protein-bound hexose and as-glyco- 
l protein in necrobiosis lipoidica are con- 
firmed. 

CO Immunologic methods show the presence 
É | of a protein common to the serum of pa- 
= tients with complicated diabetes mellitus 
2 and necrobiosis lipoidica. This abnormal 
= fraction is absent in normal serum. 

It is postulated that the specific vascular 
= complications of diabetes mellitus are due 
. to an abnormal metabolism of the complex 
protein-bound sugars, and that this same 
- abnormality exists in patients with necro- 
-. biosis lipoidica. 

— It is suggested that necrobiosis lipoidica 
E. is a form fruste of diabetes mellitus. 

: Grateful acknowledgement is made to Mrs. 
© Catherine C. Ashley for technical assistance, and 


— to Dr. Wilson C. Grant for assistance in inter- 
E preting the Ouchterlony plates. The assistance of 
= Dr. Wiley M. Sams, Dr. Lewis Capland, and 
~ Dr. Meyer Yanowitz in obtaining serum from 
patients with necrobiosis lipoidica is also grate- 
— fully acknowledged. 
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Introduction 





ET. 
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Paraffin embedding of biopsy specimens 
—. is an old and simple technique which pre- 
E sents many advantages, particularly the 
~ cutting of thin sections. Since paraffin is 
B immiscible with water, tissues must be 
E 3 B orouelly dehydrated prior to embedding. 
- The compound generally chosen for this 
purpose is ethyl alcohol in graded concen- 
trations. Paraffin, however, is also immis- 
a - cible with the usual dehydrating agents. 
. Therefore, an intermediary substance mis- 
5 - cible with both the dehydrating agent and 
paraffin must be used, and it is this com- 
E eem chloroform or benzene— 
|. which has been termed the "clearing 
agent.’ ‘1 In the past, dioxane (diethylene 
E Be oxide), which is miscible with paraffin, 
has been used to dehydrate specimens. Un- 
- fortunately, the vapors of this compound 
P are toxic, and dioxane has been largely 
a abandoned as a dehydrating agent. The 
BE chemically related compound, tetrahydro- 
furan, is, however, completely miscible with 
"paraffin and water in all proportions, and 
E kit has not been reported to be toxic in lab- 
oratory use. 
E. Recently Nultsch ? and Dahme and Roth- 
- emund? have described the use of tetrahy- 
E: -drofuran (THF) for dehydration and 
clearing. The authors have stressed the 
- shortened processing time and excellent 
— staining properties of tissues prepared with 
—— Submitted for publication March 3, 1960. 
- A From the Section of Dermatology, Department 
— of Medicine, The University of Chicago. 
— "This work was supported in part by a grant 
~ from Public Health Service, National Institute of 
— Allergy and Infectious Diseases, Grant E-1444(C3), 
E and in part by a grant from the Lawrence M. 
- Gelb Foundation. 
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> fue of Tetrahydrofuran for Routine and Rapid 


3 | FREDERICK D. MALKINSON, M.D., and BRIAN POTTER, M.D., Chicago 


this compound, and Haust *? has described 
the fine morphologic details demonstrable 
with the THF method. In this country, 
too, Snyder? states that the use of THF 
has been found to be advantageous. 

The purpose of this report is to confirm 
for skin biopsies the generally good results 
already described for other tissues, and to 
demonstrate that where speed is an impor- 
tant factor the THF procedure permits the 
rapid preparation of good quality perma- 
nent sections in as little as four hours' time. 


Tetrahydrofuran 


Tetrahydrofuran (THF) is colorless and 
is liquid at room temperatures. It is struc- 
turally and chemically related to diethyl 
ether and to 1,4 dioxane, and it has the 
following formula: 





H3C CH2 
| >O 
HəC CH» 





It has a boiling point of 65 to 66 C and a 
freezing point of —65C.7 THF is freely 
miscible with water and with melted paraffin 
in all proportions. In industry the com- 
pound is chiefly used as a solvent for vinyls 
and other plastics and in the formulation of 
lacqtiers. 

Numerous studies in animals and ma 
have shown that the toxicity of THF ap- 
proximates that of ether. The principal 
effect of inhalation of the compound is 
narcosis, although milder symptoms of nau- 
sea, dizziness, and headaches may result 
from overexposure. THF is rapidly elimi- 
nated from the body, however, and, unlike 
dioxane, is not hepatotoxic. For man, at- 


n 7,8 


mospheric concentrations up to 100 ppm of 
air for daily eight-hour exposure times pro- 
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duce no untoward effects. In this respect 
THF is comparable to such chemicals as 
amyl alcohol, butyl alcohol, cyclohexanol, 
methyl butyl ketone, and other commonly 
used solvents.® 


In one recent study,!? sensitization lead- 
ing to eczematous allergic contact dermatitis 
could not be demonstrated after topical ap- 
plications of THF. In a few instances pri- 
mary irritative dermatitis has been reported 
from the use of tetrahydrofuran. In these 
cases, however, the reagent often was not 
fresh or of pure grade, and the irritation 


Fig. 2.—Adenoid basal- 
cell carcinoma, reduced 
35% from mag. X62; 
four-hour procedure with 
TELE. 


Malkinson—Potter 


Fig. l.—Lichen planus, 
reduced 3796 írom mag. 
X 170; four-hour pro- 
cedure with THF. 


On the basis of reports now available it 
can be expected that the careful handling 
and use of fresh reagent-grade tetrahydro- 
furan will not expose the laboratory techni- 
cian to risk. 


Method 


These studies were carried out on 126 biopsy 
specimens of human skin performed with 3 or 4 
mm. biopsy punches under procaine anesthesia. 
Many of the specimens were divided equally after 
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formalin fixation in order to compare directly the 
results of the THF method with the standard 
procedure for dehydration and clearing employed 
in our laboratory. Only formalin fixation was 
carried out for the specimens studied, although 
Haust* has shown that the THF method may be 
used with a wide variety of fixatives. Following 
fixation in 1096 formalin in saline for periods 
ranging from 1 to 24 hours or longer the biopsy 


Fig. 4—Bowen's dis- 
ease, reduced 1196 from 
mag. X 170; four-hour 
procedure with THF. 
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Fig. 3—Miliaria pustu- 
losa, reduced 37% from 
mag. X 115; four-hour 
procedure with THF. 


specimens were then placed in THF.* For those 
specimens first divided in two, one part was placed 
in THF while the other part was immersed in 
25% formalin and carried through successive 
changes of graded alcohol solutions and chloroform 
in the Autotechnicon. 


* Tetrahydrofuran, reagent grade, was purchased 
from the Matheson Coleman and Bell Division, the 
Matheson Co., Norwood, Ohio. 
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The routine procedure in our laboratory for 
fixation, dehydration, clearing and embedding is as 


follows : 
10% formalin 


25% formalin 
70% alcohol 
80% alcohol 
2 changes 95% alcohol 
2 changes absolute alcohol 
| 2 changes chloroform 
B 3 changes paraffin 
Embedding in new paraffin 
at 60-62 C 
Cutting, mounting, depar- 
affinization, staining, and 


6 hours 

or longer 
4 hours 
1 hour 
1 hour 
1 hour each 
1 hour each 
ló hour each 
1 hour each 
lá hour 

(10 minutes) 
1 hour 


21 hours 


For the rapid procedure employing THF the 


i covering 

: 

E: : 

É Total time 

E 

= * 

E following schedule was used: 
^s 10% formalin 


3 changes of THF 
Parafiin 


Embedding in new paraffin 


Cutting, mounting, depar- 


affinization, staining, and 


covering 


Total time 


1 hour 

20 minutes each 
] hour * 

10 minutes 
1 hour 


4 hours 


In earlier studies and for specimens mailed to 
our laboratories from the outside the procedure 


with THF was as follows: 
. 1076 formalin 


2 or 3 changes of THF 
3 changes of paraffin 


Malkinson—P otter 





2 hours or 
longer 

1 hour each 

1 hour each 























E. 


Fig. 5.—Bowen's zE 
ease, reduced 37% irc om 
mag. X 625; serial | 
tion of Figure 4—Note e 
distinct morphologie 
tail. 


Embedding in new paraffin & hour 5 
at 60-62 C (10 minutes)é 
Cutting, mounting, deparaf- 1 hour a 

finization, staining, and 
covering 
Total time 8 hours E- 
Fresh THF was used throughout, although 5 
methods have been described for regenera "x 
THF with metallic sodium * or activated alumina *- 
in order to remove water and peroxides. "m 


Comment | 4 


The use of THF for dehydration and | 
clearing has several virtues: T— > 
speed, and excellent staining results. Al-- 
though THF-formalin, THF-alcohol, and 
THF-paraffin mixtures may be used,*^ we 
have found that good quality sections 
be prepared with only the use of two or 
three changes of THF interposed betwee 
formalin fixation and paraffin embedding. 
The final stained preparations (see Fig- 
ures) are indistinguishable from those | : 
prepared in graded alcohol solutions and | 
chloroform according to our usual laborm E 
tory method. E 

The shortened processing time presents 
distinct advantages. By 5 p.m. we can now | 
obtain stained and mounted sections of any - 
biopsy specimen taken up to 1 p.m. of the - 
same day. Formalin-fixed sections mailed | 
to our laboratories on weekends and holi- — 
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days when the Autotechnicon is not in op- 
eration can be processed, examined, and 
reported on the same day upon which they 
are received. 

The staining qualities of sections pre- 
pared with THF are highly satisfactory. 
In addition to hematoxylin and eosin, a 
number of ' 
including acid orcein, periodic acid-Schiff, 
silver nitrate, toluidine blue, Van Gieson, 
Mallory, ninhydrin-Schiff, and 
phosphotungstic acid-hematoxylin. To ob- 
tain the best staining qualities, however, it 
is important to use fresh or regenerated 
THF. We have noted, for example, that 


'special stains were assayed 


Masson, 


Fig. 7.—]unctional ne- 
vus, reduced 37% from 
mag. X 625; serial sec- 
tion of Figure 6.—Note 
distinct morphologic de- 
tail. 
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Fig. 6.—]unctional ne- 
vus, reduced 3596 írom 
mag. X 315; eight-hour 
procedure with THF. 


accumulation of peroxides has a deleterious 
effect on the staining of connective tissue 
and eosinophils with eosin. 

To date we have not observed any unto- 
ward symptoms in the laboratory personnel 
who have now been working with THE for 
over four months. It is important, how- 
ever, to observe such precautions as avoid- 
ance of skin contact and avoidance of heavy 
fumes which may be irritating to the con- 
junctivae and toxic upon inhalation. 


Summary 


The use of tetrahydrofuran for dehydra- 
tion and clearing of skin biopsy specimens 
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3 after fixation fias been described. The 
advantages of this method are: 

"n l. Preparation of tissue for microscopic 

a 


b: sections is greatly simplified by a reduction 
: in the number of solution changes, as well 
as by lessened tissue handling, since only 
one compound is used for dehydration and 
clearing. 

2. THF permits a reduction in process- 
ing time from 21 hours in our laboratory 
E to as httle as 4 hours without any impair- 
E. ment in the quality of the final sections. 

3. A variety of stains tested gives excel- 
lent results with sections prepared by the 
THF method. The good quality of the 
stained sections is indistinguishable from 
that obtained with our standard laboratory 
procedure using graded alcohol solutions 
E: and chloroform. 

è Our experience to date suggests that 

reagent grade THF can be used safely in 
7 the laboratory if skin contact and inhalation 
of fumes are carefully avoided. 


The authors are indebted to Fred H. Snyder, 
P: Research Division, Proctor and Gamble Co., for 
calling the THF method to their attention. 
Acknowledgement is made to Mrs. A. Spencer 
^ Lucas for her technical assistance. 
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- EDWARD P. CAWLEY, M.D., Charlottesville, Va. 


One of the important consequences of ac- 
cidental inoculation of the vaccinia virus 
into the skin, mucous membranes, or cornea 
is a localized regional infection, called local- 
ized accidental vaccinia. Localized accidental 

vaccinia occurring in unusual sites or mod- 
ified in appearance by localization on mucous 
“membranes may at times present a confus- 
The observation of 
localized accidental 


ing clinical picture. 


several children with 


vaccinia led to the present report which will 


be presented in the following order: (1) 
_ Report of Cases, (2) General Features of 
' Localized Accidental Vaccinia, (3) Features 
of Localized Accidental Vaccinia Involving 
| Special Sites, (4) Comment, (5) Summary. 


Report of Cases 


eu 


Case 1—A Negro girl, age 5, was seen on Nov. 


E 1958, because of painful vulvar lesions and 
pain on urination. Symptoms were of three days’ 
"duration. The vulva was edematous and there 


were 12 painful lesions on the labia majora, labia 
minora, and posterior fourchet. The lesions, which 
"varied in size from 2 to 8 mm., were tender, 
"elevated, indurated, rubbery white plaques. The 


plaques exhibited central umbilication and slight 


- vesiculation, and the bases of the lesions were 
erythematous and edematous. Several rubbery, 
tender, nonfluctuant, inguinal lymph nodes were 


palpable bilaterally. The rectal temperature was 
100.4 F. The clinical impression was herpes pro- 


- genitalis. 
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Fig. 1 (Case 1).—Crusted vaccination lesion on 


the arm of the sister of patient in Case 1. Vac- 
cination was done 16 days before this photograph 
was taken. 


On the following day there was enlargement of 
the vulvar lesions and the central umbilication was 
more pronounced. A small clear vesicle was noted 
for the first time on the right inner thigh about six 
inches below the perineum. One of us (C. E. W.) 
considered localized accidental vaccinia as a possi- 
bilitv, and obtained the history that an older sister, 
with whom the patient slept, had been vaccinated 
against smallpox (Fig. 1) 11 days before the onset 
of the vulvar lesions. The patient had never been 
vaccinated. 

A smear and culture from the lesions revealed 
no significant pathogenic bacteria. The Wasser- 
mann and Kline tests were negative. A biopsy of 
the lesion on the thigh showed early ballooning 
and reticular degeneration consistent with but not 
diagnostic of a lesion caused by one of the pock 
viruses (Fig. 2). 

Because of secondary bacterial infection the 
child was placed on tetracycline, 500 mg. a day 
in divided doses, and Cetaphil lotion * with Neo- 
bacin (brand of bacitracin—neomycin) was ap- 
plied topically. 

On Nov. 4 there was partial resolution of the 
inflammatory process but several of the lesions 


* Texas Pharmacal Co,—Fat-free water-miscible 
lotion for use as a vehicle in skin and scalp treat- 
ment. 


I2. 


LOCALIZED ACCIDENTAL VACCINIA 


Fig. 2 (Case 1).— 
Biopsy shows early bal- 
looning and reticular 
degeneration of the epi- 
dermis, a central crust 
formation overlvifig an in- 
flammatory cell infiltrate, 
and perivascular inflam- 
mation. In the cytoplasm 
of several cells eosino- 
philic material suggestive 
of an inclusion body was 
noted under oil immer- 
sion, Reduced about 3496 
from mag. 110. 


showed some tendency to coalesce (Fig. 3). The 
white blood cell count was 3,700 with a differential 
of 37 segmented neutrophils, 2 bands, 45 small 
lymphocytes (7 of which were atypical with dark 
blue cytoplasm), 6 monocytes, 9 eosinophils, and 
1 basophil. The hematocrit was 359€. The sedi- 
mentation rate was 21 mm. per hour. 

The child was seen over the period of a month 
and the lesions involuted gradually, leaving residual 
hypopigmentation without scarring. The regional 
lymphadenopathy subsided and the dysuria ceased. 
There was no change in the differential blood 
count during this time. 

The virus obtained from the vulvar lesions was 
identified as vaccinia virus using current tissue 
culture techniques.** The essential features of 
the identification were as follows: (1) Material 





Fig. 3 (Case 1).—Vulvar lesions of patient in 
Case 1 on the fifth day following the onset of 
symptoms. A white pellicle covers the lesion and 
the tendency of the lesion to coalesce is demon- 
strated. 











obtained from the vulvar lesions of the patient 99 
in Case 1 and from the vaccination site on her d$ 
sisters arm produced cytopathogenesis character- 7» 
istic of vaccinia virus in HeLa cell cultures (Fig. ~ 

4). (2) During the course of the infection there S 
was a diagnostic increase of neutralizing antibody ~ 

for known vaccinia virus in the patient's serum 9 
(no neutralizing antibody on Nov. 3; neutralizing © 
antibody present up to the 1:4 dilution on Nov. 10 .— 5 
and up to the 1:32 dilution on Dec. 9). (3) The ~ 


of 


Fig. 4 (Case 1).—Low-power photomicrograph x A 
(X 50) demonstrating cytopathogenesis character- ^19 
istic of vaccinia virus in HeLa cell culture. | 
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(Case 2).—Lesions of localized accidental 


ES Fig. 5 
lip and 


ey are present on the left upper 
Ur 
ME left cheek. 







serum of the patient in Case 1 neutralized the 
- virus obtained from her own vulva in identical 
"fashion with known vaccinia virus. 

E Case 2—A Negro boy, age 3, was admitted to 
E- the hospital on Sept. 25, 1959, with two lesions 
T on the face which had been noted that day 
(Fig. 5). There was a 0.75 cm. diameter um- 
— bilicated pustule on the left side of the upper lip 
© at the vermilion border. There was local edema 
~ and erythema underlying the lesion. A smaller 
as vesiculopustule on the left cheek was also sur- 





rounded by a small areola of erythema. A slightly 
enlarged, left submandibular lymph node was pal- 
pable. In addition, the child showed evidence of 
L— chronic malnutrition, muscular wasting, and mod- 
- erate hepatosplenomegaly. 

The white blood cell count was 6,500 with a 
- normal differential, and the hematocrit was 35%. 
The Wassermann and VDRL tests were negative. 
Electrophoretic pattern of serum proteins revealed 





See 


an elevation of total proteins with a marked in- 







bs crease in the y-globulin fraction. 

— The history that on Sept. 3, 1959, a sister was 
Es vaccinated and developed a successful “take” and 
E: that on Sept. 18, 1959, a younger sibling who had 
E chronic atopic eczema developed severe and pro- 
‘gressive eczema vaccinatum for which he was 
B hospitalized substantiated the clinical impression 
~ that the lesions on this child's face were those 
E of localized accidental vaccinia. In addition, vac- 
-— cinia virus was isolated from one qf the lesions 
E. using tissue culture (HeLa cell) technique. The 
L-— child was given 5 cc. of hyperimmune vaccinia 
LÍ y-globulin. The lesions healed gradually with 
L- minimal scarring and the submandibular lymphade- 
E nopathy subsided. 
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Fig. 6 ( Case 3).—A lesion of localized accidental 
vaccinia is seen occluding the left nasal orifice. 


Case 3.—A white girl, age 6, was hospitalized 
on April 17, 1949, because of a solitary crusted 
lesion of the left nostril of three days' duration. 
The lesion appeared seven days after she had 
been successfully vaccinated on the left deltoid 
region. 

On the left upper arm there was a 2X3 cm. 
lesion with a crusted center and a raised, vesic- 
ulated border surrounded by an 8-10 cm. area of 
erythema and edema, This lesion represented the 
original vaccination. A similar lesion, character- 
ized by central umbilication, occluded the left 
nasal orifice (Fig. 6). The left side of the face 
was red and swollen. A large, hard, tender, left 
submaxillary lymph node was palpable. 


The white blood cell count was 10,700 with a 
normal differential and a hemoglobin of 10 gm. 
A Paul's test performed with material from the 
nasal lesion was technically unsatisfactory. Ele- 
mentary bodies were seen in scrapings from the 
nasal lesion. The child was treated with penicillin 
and sulfadiazine because of a febrile course, and 
the lesion subsided in 10 days with minimal 
scarriifg. 


General Features of Localized 
Accidental Vaccinia 


The source of the virus in localized 
accidental vaccinia may be an active vaccina- 
tion site on some other person (heteroinocu- 
lation), an active vaccination site on the 
same individual (autoinoculation), or some 
exogenous source of live virus such as a 
a contaminated catheter, or 
Autoinoculation is 


vaccinia vial, 
contaminated ointment. 
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apparently more common than heteroinocu- 
lation.! The vaccinia virus is probably un- 
able to penetrate intact skin, but whether 
it can penetrate intact mucous membrane is 
still a matter of conjecture. The finger 
is most often the transmitting agent, but it 
is noteworthy that the finger rarely becomes 
the site of localized accidental vaccinia in 
these cases. Exposed areas, the face in 
particular, are the most common sites of 
inoculation. Since intact skin offers a bar- 
rer to inoculation, shaving, probably by 
producing minor trauma, would appear to 
be one of the more common predisposing 
factors in the localization of lesions on the 
face 25.9 

Localized accidental heteroinoculation of 
the vaccinia virus on the glabrous skin in a 
person not previously immunized produces 
lesions which follow the pattern of a primary 
vaccination reaction as outlined by Blank 
and Rake.' The lesion progresses from a 
papule surrounded by slight erythema by 
the fourth day after inoculation to a mul- 
tiloculated vesicle on the fifth or sixth day. 
By the ninth day the lesion has become an 
umbilicated pustule and has attained its 
maximum size. Subsequently the lesion be- 
comes crusted and slowlv desiccates until 
the crust exfoliates, usually within three 
weeks. Purulent fluid may collect under the 
crust and the lesion may become ulcerated, 
particularly when it occurs on a moist sur- 
face. A scar remains but the degree of 
scarring is quite variable and unpredictable. 
The active lesions are usually associated 
with some degree of local erythema and 
edema. In many cases the edema is’ quite 
marked and actually represents the most in- 
capacitating feature of the illness. Pain is 
the most common local symptom and it may 
be quite severe in some instances. Pain is 
not an invariable feature, however, and oc- 
casionally pruritus is present. Regional 
lymphadenopathy is a regular accompani- 
ment, and the lymph nodes may be quite 
large and painful. No reports of suppuration 
of the regional lymph nodes have been 
found. Systemic manifestations frequently 
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attend the local changes. Fever is quite com- - 
mon and malaise is not unusual. Leukoc E 
tosis 18 present in some cases and absent i 
others. The differential blood count seems P. 
to show no changes of diagnostic signifies 
cance. 3i 

Localized accidental vaccinia may ocet cur 
in persons who have been previously im 
munized. The reaction in these cases usua 
follows an accelerated or vaccinoid course 
due to preexisting partial immunity.® 1 
initial lesion is a papule which appe E 
the second day. More rapid resolution T 
be expected and there is less local erythem 
edema, and regional lymphadenopathy. d 
calized accidental vaccinia manifested by a 
true immune reaction has not been repo 
It is probable that such lesions occur Dut 
are so insignificant and evanescent they are 
overlooked or not recognized. 

When autoinoculation of the vacci 
virus occurs soon after vaccination, - 























Fig. 7—A large umbilicated lesion typical at 
localized accidental vaccinia of the glabrous skin 
is seen on the forehead of a young boy. Above 
and to the right is the primary vaccination site ony 
a sibling's upper arm from which the virus wa 
accidentally transmieted to the boy s forelegg: 
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autoinoculated lesion progresses through the 
SS: same stages of development as the original 
accination lesion.? If autoinoculation oc- 
B curs later, the lesion rapidly attains the 
stage of development of the primary vac- 
_ cination site (Koch’s phenomenon). The 
. Course of lesions produced by autoinocula- 
| ion is less severe and less prolonged than 
he course of lesions produced by hetero- 
B eeuation of nonimmune individuals, pre- 
T - sumably because immunity has developed 
: E. some degree before the autoinoculated 
| ^. lesions make their appearance. The longer 
: ‘the time interval between the antecedent 
| 3 -vaccination and the appearance of the ac- 
Eu lesions produced by autoinoculation, 
p the milder will be the course of the accidental 
- lesions. Autoinoculation apparently does not 
d = after the primary vaccination lesion 
"has been present eight days or longer, be- 
cause of the immunity which has developed 
E T that time.? It is unusual to find accidental 
< autoinoculation occurring later than six days 
f from the time of the appearance of the 
E. s primary vaccination lesion. 


De 
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. Features of Localized Accidental 
^. Vaccinia Involving Special Sites 
4 A. Ocular and Palpebral Involvement.— 
In virtually all cases of localized accidental 
3 - vaccinia of the eye,!*!9 the lids have been 
f the primary sites of accidental inoculation 
| of the virus and the conjunctivae and 


Tou 
* 


— corneas have been involved secondarily. A 
— lesion on the eyelid in its early stages may 
— closely resemble a sty.'? The lid margins 
— are the most frequent sites of involvement, 
and "kissing" lesions on opposing lid mar- 
— gins are seen. Palpebral and bulbar con- 
— e juctivitis are very common, even when the 
= cornea is not involved. Erythema, marked 
= periorbital edema, a heavy purulent dis- 
—. charge, regional lymphadenopathy, and pain 
- are usually prominent features. Following 
E - subsidence of activity, symblepharon, anky- 
. loblepharon, entropion, and other permanent 
- . distortions of the eyelid may persist, but 
E. usually the deformity is mild. When the 
= cornea is involved, keratitis, perforations of 
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the cornea and loss of the eye is not un- 
common. 

B. Accidental Vaccima of the Mucous 
M embranes.—Lesions of localized accidental 
vaccinia on mucous membranes are fre- 
quently covered by a white, gray, or yellow 
pellicle which is often described as resem- 
bling a diphtheritic membrane. The central 
umbilication which is characteristic of the 
lesion on the glabrous skin is usually pre- 
served in lesions on moist surfaces. Lesions 
on mucous membranes also have a tendency 
to coalesce and produce a plaque with a 
serpiginous outline. The margins of the 
plaque are elevated and there is usually 
underlying erythema and edema.  Ulcera- 
tion of the surface and central necrosis 
are occasionally seen in lesions on mucous 
membranes. 

Lesions of accidental vaccinia of the 
nose!* are usually located on the external 
nose or at the mucocutaneous junction. 
Heavy crusts or ulceration are common and 
nasal discharge is profuse or scanty. Ery- 
sipelas may be simulated by the edema and 
erythema. Most cases result from hetero- 
inoculation, such as the use of a contami- 
nated handkerchief. 


Accidental vaccinia of the oral cavity is 
relatively common. Thumb sucking, contam- 
inated fomites such as spoons, forks, nipples, 
and pacifiers, and kissing of the primary 
vaccination lesion may result in inoculation.? 
Vaccinia virus has been engrafted on lesions 
of herpes simplex on the lips? Örn 5 di- 
vided the oral lesions into three categories 
depending on the clinical appearance: pus- 
tular, papular, and diphtheritic with mixed 
forms occurring. The tongue is the most 
frequently involved site in the oral cavity 
with the upper and lower lips, gums, buccal 
mucosa, tonsils, and uvula involved less fre- 
quently. Lesions on opposing mucosal sur- 
faces are quite common.??19.2? When lesions 
occur on the tonsils, pharynx, or posterior 
tongue, pain on swallowing is characteristic, 
and edema of the glottis presumably may 
lead to respiratory obstruction. 
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Localized accidental vaccinia of the anus 
and perianal region is apparently not rare ® 
and is seen more frequently in children 
than in adults. Anal pruritus is frequently 
a predisposing factor and antecedent pin- 
worm infestation is commonly found. Le- 
sions of the anus are usually symmetrically 
distributed on opposing skin surfaces,'?! 
and secondary infection and ulceration of 
the lesions are common. If the mucosa over- 
lying the sphincter ani is involved, tenesmus 
may occur. 


Accidental vaccinia of the female genitalia 
occurs more commonly in children than in 
adults.^2** Severe pain, marked local 
edema, ulceration with serosanguinous dis- 
charge, and pain on micturition, occasionally 
productive of tenesmus, are all fairly com- 
monly encountered with vulvar lesions. 
Toscano and Angela? have recorded an 
outbreak of localized accidental vaccinia of 
the vulva in 23 nonvaccinated female chil- 
dren. The lesions resulted from the use of 
catheters contaminated by the vaccinia virus. 
In every case albuminuria and pyuria were 
demonstrated. In some cases hematuria and 
casts were found. Vaccinia virus was iso- 
lated from the urine of some of the chil- 
dren. Urinary symptoms often persisted 
after the mucocutaneous lesion had resolved, 
but in all cases they cleared in time. When 
the penis is affected the most common site 
of involvement is the prepuce.^?? 


Comment 


There is little precise information avail- 
able on the true incidence of localized ac- 
cidental vaccinia. No conclusions about the 
incidence of this complication may be may 
be drawn from the reports of Curth et al? 
or Bloch? on complications of mass vac- 
cinations.  Lundstróm,! in a survey of 
postvaccination complications, reported an 
incidence of 60 complications of all types 
per 100,000 vaccinations. In one hospital 
where further statistical analysis was un- 
dertaken, localized accidental vaccinia ac- 
counted for 46% of all of the complications.! 
It is particularly difficult to obtain a reason- 
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able estimate of the relative frequency of | 
localized accidental vaccinia of various sites. | 
Special interest, such as that of the ophthal- - 
mologist, would appear to distort the correct | x 
proportions. ES 


Certain occupations predispose to localized 
accidental vaccinia. Physicians and nurses : E 
who administer smallpox vaccine develop le- $ 
sions on the hands rather frequently.“ 
Workers engaged i in the production of small- 
pox vaccine also have a high incidence o: B 
localized accidental vaccinia on the exposed” € 
areas.®?? Most of these workers show ; 
vaccinoid response to routine vaccination A 
prior to the acquisition of the accidental 
vaccinia. E 

Localized accidental vaccinia may be - 
easily confused with a number of other dis- - 
orders. The most frequent erroneous » 
nosis is syphilis, particularly when th 
genitalia are involved. The resemblance ot 
vaccinia lesions on the female genitalia E EE 
condylomata lata may be quite marked. It = 
is known that about 1596 of people vidi z 
are vaccinated develop biologic false-posi- 
tive serologies." If a biologic false-positive 3 
serology were to follow localized accidental - 
vaccinia for which a clinical diagnosis of - 
syphilis was under consideration it would — 
lend further support to the diagnosis of - 
syphilis. It is entirely probable that such a 
course of events has occurred and that the — 


M. 


error has gone unrecognized. E 


Localized accidental vaccinia of the oral - 
cavity has been mistaken frequently ford À 
diphtheria because the white pellicle of the - 
vaccinia lesion closely resembles a diphthes 
ritic membrane.® Other lesions with which P 
localized accidental vaccinia might be con- 
fused include aphthous stomatitis, milker’s 
nodule, noma, herpes simplex, herpes zoster, — 
erysipelas, anthrax, hordeolum, varicella, 
variola, molluscum contagiosum, and any le- - - 
sion which might present a chancriform - 
clinical picture with associated regional . 
Iymphadenopathy. | 
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Since the most important single factor in = 
making the correct diagnosis of localized 
accidental vaccinia is a high index of Ee : 
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EC ion, it is aoDEreht that a greater awareness 
- of this condition and its manifestations is 
- desirable. The most helpful clue is the his- 
tory of a preceding vaccination of the pa- 
— tient or of someone in contact with the 
ax . patient. The central umbilication of the le- 
sions is helpful but it is also seen in other 
— conditions such as variola, varicella, herpes 
A simplex, herpes zoster, and molluscum con- 
E tagiosum. 
= The diagnosis of localized accidental 
E vaccinia can be confirmed in several ways. 
- The two methods which are most widely 
used are identification of the virus plaques 
E produced by inoculation of material from the 
^ . lesions on the chorioallantoic membrane of 
E. the chick embryo and Paul's test (the in- 
. oculation of the material on the scarified 
cornea of a rabbit). Tissue culture isolation 
z of the virus appears to provide a suitable 
| alternative method of identification. 
The majority of cases require only symp- 
tomatic therapy and measures to control 
secondary infection. Where eyelid involve- 
E ment occurs, avoidance of trauma to the 
E affected eyelid is essential to prevent corneal 
inoculation.!? There is experimental evidence 
suggest that local and systemic corticos- 
eroid administration for eye involvement 
-= may favor the spread of the virus, increase 
m e length and severity of the course of the 
- infection, and possibly predispose to the 
- development of fatal encephalitis.?5 Lund- 
- ström! advocates the use of hyperimmune 
| E- vaccinal y-globulin ?? in cases where corneal 
. involvement occurs. It would seem to be un- 
- mecessary to use this form of therapy for 
lesions at other sites because of the good 
Er prognosis and self-limited nature of the con- 
P dition. 
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Summary 


e- -Three cases of localized accidental vac- 
inia are presented and confirmation of the 
E is in two cases by the euse of tissue 
. culture technique is briefly described. 

— Localized accidental vaccinia occurring in 
= unusual sites or modified in appearance by 
-— localization on mucous membranes may at 
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times present a diagnostic problem. The 
clinical features of lesions on the glabrous 
skin are discussed. 

Special features of localized accidental 
vaccinia of the eye and mucous membrane 
are mentioned and it is noted that corneal 
involvement is the most serious from a prog- 
nostic standpoint. 

Localized accidental vaccinia may be eas- 
ily mistaken for a number of disorders. 
Lesions of vaccinia confined to the mucous 
membranes have most often been confused 
with lesions of syphilis and the differentia- 
tion may become more difficult if a biologic 
false-positive serology occurs as the result 
of the accidental vaccinia. 

Therapy is symptomatic and includes 
measures to control secondary infection. The 
administration of hyperimmune  vaccinia 
y-globulin may be indicated if the cornea 
is involved. 


Department of Dermatology, School of Medi- 
cine, University of Virginia. 
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Photoskin Tests in Hydroa Vacciniforme 


MICHAEL SCHIFF, M.D., and OTIS F. JILLSON, M.D., Hanover, N.H. 


Introduction 


During the last two decades there has 
been a tendency to consider hydroa vaccini- 
forme and prurigo aestivalis as closely 
related diseases.^? By application of pho- 
toskin tests to a patient with hydroa vacci- 
niforme, further corroboration of their 
similarity is now offered. This work com- 
plements the findings of Epstein and other 
earlier investigators.? 

Submitted for publication March 16, 1960. 

Resident in Dermatology, Hitchcock Clinic. (Dr. 
Schiff); Assistant Professor of Dermatology, 
Dartmouth Medical School, and Head of Depart- 
ment of Dermatology, Hitchcock Clinic (Dr. Jill- 
son). 


Report of Case 


A 9-year-old Caucasian boy was seen on July 
15, 1959, with a widespread nonpruritic dermatosis 
of five weeks’ duration. Scaling ovoid erythema- 
tous maciles, hemorrhagic and necrotic papules, 
and vesic es and bullae were symmetrically distrib- 
uted over the tops of the ears, the entire trunk, 
and the extensor surfaces of all extremities. There 
was no past or family history of skin disorder, and 
there hac been no recent use of drugs. 

Routine laboratory studies were within normal 
limits, Salfobromophthalein retention was normal, 
and the Wood’s lamp screening test for urinary 
porphyrirs was negative. 


Histopathologic study of a vesicle revealed a 
characteristic picture of hydroa vacciniforme.* 
There was a striking, sharply demarcated necrosis 
of the eoidermis and upper dermis. Intense sub- 


Fig. l.—Biopsy of vesicle, showing sharply demarca-ed necrosis of epidermis and upper 
dermis with subepidermal edema and perivascular inflammatory cell infiltrate. 
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Fig. 2.—Test site four hours after carbon arc irradiation through Corning filter No. 9863 
for six minutes. Papules have appeared within a zone of erythema. 


epidermal edema was present, and the upper and 
mid-dermis showed a dense perivascular mono- 
nuclear- and  polymorphonuclear-c ell  infiltrate 
(Fig. 1). 

Photoskin tests were performed according to the 
method described in a previous communication." 
The minimal erythema dose (M.E.D.), using a 
carbon arc light source with a Corning filter No. 
9863, was 45 seconds, which is normal bv our 
standards. The delayed erythema dose (D.E.D.), 
which is computed by multiplying the M.E.D. bv 
a factor of eight, was thus established for .this 
patient at six minutes.? 


Within three hours after application of the 
D.E.D., moderate erythema was noted at the 


test site, and at the end of four hours, several 
groups of papules appeared within the zone of 
erythema (Fig. 2). At 24 hours, numerous vesicles 
and a few bullae were seen (Fig. 3). The erythema 
was still very prominent at the end of five days. 

Six minutes of carbon arc irradiation through 
a window-glass filter produced only an immediate 
but very transient erythema. However, four min- 
utes of light from a cold quartz source resulted 
in a papular response in 15 minutes with vesicula- 
tion at 24 hours. 


Schiff —Jillson 


Cold quartz exposure for one minute elicited a 
papular response within a zone of erythema at six 
hours, At 24 hours, however, the papules had dis- 
appeared, and, although the erythema persisted, 
there was no vesicle formation. 

An intense chemical erythema maintained for 
24 hours by repeated application of 1% anthralin 
ointment failed to evoke a papular or vesicular 
response. 

A vesicle induced by photoskin testing was biop- 
sied 24 hours after application of the eliciting 
stimulus. Histopathologic examination of this lesion 
showed spongiosis and subepidermal edema with 
acute inflammatory cells and a perivascular mono- 
nuclear-cell infiltrate in the dermis. The histo- 
pathology differed from that of the spontaneously 
occurring lesion in that necrosis was not apparent. 

The patient was given chloroquine phosphate 250 
mg. twice daily and no specific instructions to avoid 
sunlight. He was seen again on Aug. 28, 1959, 
six weeks afterythe institution of therapy. During 
the interim, the dermatosis had completely cleared, 
leaving a residuum of small varioliform scars 
(Fig. 4). Photoskin tests were repeated at this 
time, using a carbon arc source and Corning filter 
No. 9863 for six minutes and a cold quartz lamp 


205/813 


TUM 


e St Mi ol 75s AM 
imi] wl T SS, 


z 


| 
4 
^ 


l 


wn 


" - DEM CHUTE 
dT APT, AT. : K 


HUNG 


4 


2 


i FM, Co^. 
oit AE e EE iuis a? ACU 


esf 


ru 


EOL | ene LIN ter 


" 
- 
- 


E 


í í (| A 
' y ei’ 4 5 
dcn a aL cL TP euh fac Of 3 


a5 


Fig. 3.—Test site of Figure 3 at 24 hours. Papules have been replaced by vesicles and 


bullae. 


for four minutes. At the end of 24 hours, erythema 
alone eventuated these exposures, and no 
papules or vesicles appeared. 


from 


Comment 


The practicability of photoskin testing as 
an office procedure in cases of the hydroa 
vacciniforme-prurigo aestivalis group has 
been demonstrated. Reproduction of lesions 
grossly identical to those of hydroa vaccini- 
forme was attained by exposure to artificial 
sources of ultraviolet light. 

The M.E.D. with a carbon arc light 
source was normal, and greater quantities 
of light were necessary to elicit a pathologic 
response. Application of the D.E.D. evoked 
definite stages of erythema, pgpulation, and 
vesiculation, in that order. This reaction 
apparently constituted an acceleration of 
the natural evolution of the multiform le- 
sions seen in the clinical entity. The per- 
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sistence of marked erythema at the test site 
for five days following irradiation is defi- 
nitely abnormal. 

The same evolution of lesions was noted 
after exposure to cold quartz irradiation 
tor four minutes. 
significance, 


This is of considerable 
difficult to 
vesiculate the skin in normal persons with 
this type of lamp, even with much longer 
exposures. 


since it is very 


A one-minute cold quartz exposure, how- 
was insufficient to elicit vesiculation 
and produced a prurigo-like response alone. 
This demonstrates that the difference be- 
tween the papular and vesicular stages de- 
pends only upon a quantitative light factor. 

Since only a normal heat effect and no 
pathologic reaction ensued from carbon arc 
irradiation through window glass, the wave 
lengths of light responsible for the disease 
must lie below 3,200 A. 


ever, 
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Fig. 4.—Varioliform scarring in hydroa vacciniforme. 


The failure of anthralin application to 
induce an abnormal response indicated that 
light and not erythema was the responsible 
factor. 

Although the histopathologic findings in 
the spontaneous and induced lesions differed 
in respect to necrotic changes, there were 
sufficient similarities to suggest that the 
induced lesion represented an earlier evolu- 
tionary stage of the process seen in the 
older spontaneous lesion. 7 


The administration of chloroquine not 
only resulted in clearing of the disease de- 
spite the patient’s continued exposure to 
the summer sun, but completely blocked the 
abnormal responses to photoskin testing. 

Previous work has shown that patients 
with prurigo aestivalis have a normal 
M.E.D. but that the D.E.D. elicits a papu- 
lar reaction within a zone of persistent 
erythema; furthermore, both the disease 


Schiff—Jillson 


and the abnormal D.E.D. reaction are sup- 
pressed by chloroquine phosphate.** 

The duplication of these responses in 
hydroa vacciniforme, with the additional 
finding of a vesicular stage supervening 
upon the papular component, indicates that 
hydroa vacciniforme differs from prurigo 
aestivalis only in the intensity of the patho- 
logic response to ultraviolet light. 


Summary 


The results of photoskin tests in a patient 
with hydroa vacciniforme have been de- 
scribed. 

The minimal erythema dose was normal, 
but application of the delayed erythema 
dose reprodueed the clinical lesions. 

Administration of chloroquine controlled 
the disease and blocked the abnormal re- 
sponse to photoskin testing. 
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f "Ts ers from ci aestivalis isl in the 

nte tens; sity of the pathologic response to ultra- 

dolet. light has. been presented and com- 
ted on. "i : 


^m. ` Beatle Clinic, — Me 
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Angiokeratoma Corporis Diffusum 


MAJOR WILLIAM R. VINEYARD, MC, USA, and CAPT. EDWARD J. KAMIN, MC, USA 2. 


In 1898, Fabry! reported a previously 
undescribed cutaneous disorder which has 
since been termed angiokeratoma corporis 
diffusum. Over the next few decades, der- 
matological periodicals contained reports of 
other examples of this condition. It slowly 
became apparent that this disorder was not 
limited to the integument, and that the 
cutaneous lesions merely represent the ear- 
liest and most easily demonstrable evidence 
of a sometimes fatal syndrome involving 
multiple organs.?^? We wish to report an 
additional case of this syndrome and briefly 
review the characteristic manifestations. 


The cutaneous lesions are the earliest 
aberration and have been present in all re- 
ported cases. They consist of minute mac- 
ules and papules which may or may not 
have an overlying scale. The lesions are 
dark blue-red to purple in color and may 
appear black in older individuals. Slight, 
if any, change on diascopic pressure is 
characteristic. They are scattered over the 
entire body but tend to be centripetal in 
distribution, with the greatest number oc- 
curring over the buttocks, upper thighs, 
scrotum, lower back, and about the umbil- 
icus. The face, palms, and soles are rarely 
involved. Similar lesions have been re- 
ported to occur on the oral mucous mem- 
brane, and they were present in the můcosa 
of the gastrointestinal tract, trachea, and 
renal pelvis in one autopsy case. The skin 
changes tend to appear in childhood and 
adolescence and become more numerous 
with time. All well-documented cases re- 
ported have occurred in men. The disease 
has been reported in siblings but never in 
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the second generation. A hereditary pa atte er T 
has not been proved. E 


We have attempted to divide the sympa 
toms and findings reported by various au 
thors into the following two groups base 
on the relative frequency with which thej 
have been reported. | a 


Relatively Common Manifestations | 


1. “Rheumatoid” pains, cramping 
paresthesias of extremities.?*>” 

2. Vasomotor disturbances of extremities 
frequently increased in severity or precipi 
tated by high temperatures and improved 
upon cooling. “Dead fingers,” blanched o1 ; 
blue hands, or merely flushing of ac al. 
areas.?5* ES 

3. Edema of legs tending to occur in 
third and fourth decade.?9:59 E- 

4. Hypertension of both systolic and 
diastolic type.?? 4 

5. Cardiomegaly, especially left venti 
ular, with EKG changes suggestive of dif- E 
fuse myocardial damage.? E 

6. Renal disease with proteinuria, low or - 
fixed specific gravity, microscopic hema- 
turia, and cylinduria.+®56 Uremia as a late 3 
manifestation. E 

7. Vague mental or physical fatigue and 
decreased work capacity.? 3 


on 
EX. 


i 
z^ 


Uncommon Manifestations 


1. Decreased perspiration and heat in- 
tolerance.? 57:8 E 
2. Peripheral corneal opacities without | 
visual impairment.? m. 
3. Aneurysmal dilatation of the venules 
of the bulbar and palpebral conjunctivae 
and increased tortuosity and aneurysr a1 
dilatation of retinal vessels.” $ E 


4. Emphysema.'? 



































E. 5 PE oiduxa with doubly refractile bod- 
d des visible under polarized light. 
—. 6. Anemia and eosinophilia." 

.. 7. Hepatosplenomegaly—extremely 
- common. " 


un- 


E Report of a Case 


> E This 20-year-old white man was transferred to 
EY alter Reed Army Hospital Oct. 28, 1958, for 
gunseement of acute renal insufficiency with 
liguria. 
> Originally, he had been admitted to another 
l - military hospital with a one-day history of malaise, 
1 nausea, vomiting, and a mild sore throat. He had 
felt feverish and complained of severe pain in his 
«nees, ankles, and feet. Shortly before admission, 
- he was noted to be irrational by his fellow soldiers 
~ and was taken by ambulance to the hospital. Upon 
-< admission, his temperature was recorded at 101.2 F 
- oral), and examination revealed a malar flush 
c with "petechiae" over the abdomen, thighs, but- 
> tocks , and back. A diagnosis of meningococcemia 
“was dade. Blood cultures were drawn and in- 
| P'travenous sulfadiazine therapy initiated. Oliguria 
a; and azotemia developed over the succeeding days, 
- and he was transferred to Walter Reed Army Hos- 
B - pital where an artificial kidney was available. 
=~ The admission examination at this hospital re- 
-vealed a well-developed, well-nourished, white man 
who was extremely lethargic but who could be 
-aroused with difficulty. When conscious, he was 
completely disoriented and obviously hallucinating. 
E "The face and sacrum were edematous and the 
pretient was in left and right heart failure due to 
— circulatory overload. Blood pressure at admission, 
; E ind until the circulatory overload had been cor- 
= rected, averaged 150/50 mm. Hg. Prior records 
— OO normotensive levels, and during the latter 
rt of hospitalization the blood pressure averaged 
“11077 mm. Hg. There was a fine, diffuse tel- 
angiectasia over the face, trunk, and thighs and 
En erous punctate purplish-red lesions scattered 
over the lower abdomen, chest, lower back, but- 
P tocks, penis, and proximal thighs. The lesions were 
EC maculopapular i in type, 0.5-2.0 mm. in diameter, and 
—. some were covered with a fine scale. An occasional 
~ lesion would bleed slightly when the scale was 
E removed. Diascopy produced no change in the 
F Eris. 
a E The past medical history, as obtained from 
3 . previous records and the patient's family, was ex- 
-. tremely revealing. Since childhood, he had had 
- numerous episodes of vague discomfort in the 
_ joints of his lower extremities. These were oc- 
| Y _casionally precipitated by strenuous exertion. More 
y pe eating, but less frequent, had been febrile ill- 
s messes characterized by severe pain of the knees, 
E I hips, ankles, and feet. These were occasionally 
associated with mild redness and local heat about 
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the joints and a peculiar burning of the soles of 
the feet. A diagnosis of rheumatic fever had been 
made on several occasions. No history of respira- 
tory infection preceding these episodes was ob- 
tained. At least one episode had been accompanied 
by marked disorientation which lasted two days 
but apparently was not related to hyperpyrexia. 
During the patient's eight months of military 
service, he had been hospitalized on three occasions 
for arthralgia and fever. He had noted an ag- 
gravation of his joint discomfort after strenuous 
exercise. Further questioning revealed that the 
cutaneous lesions had appeared during late child- 
hood and had gradually become more numerous. 
The remainder of the medical history, systemic 
review, and family history was unremarkable. The 
past history, present illness, and physical findings 
were considered diagnostic of angiokeratoma cor- 
poris diffusum, complicated, unfortunately, by an 
unrelated acute renal insufficiency. 

The course of the underlying disease was masked 
by the gross abnormalities secondary to the acute 
renal insufficiency. The patient progressively im- 
proved from the time of admission, and dialysis 
with the artificial kidney was not necessary. 
Mental confusion persisted for 10 days. When the 
sensorium once cleared, the patient no longer 
complained of arthralgia, During the latter part of 
the hospitalization, it became evident that some 
of the lesions had spontaneously involuted. None of 
the previous reports mentions involution of the 
lesions. Before discharge the patient had regained 
his usual weight and was vigorous as well as 
asymptomatic. His renal function had returned to 
normal with the exception of a persistent isosthe- 
nuria. Because of the likelihood of future recur- 
rences of the basic disease, he was separated from 
the military service. Several months later the pa- 
tient was admitted to a civilian hospital with a 
diagnosis of rheumatic fever. He insisted at that 
time tha: his trouble was related to the "small 
spots" on his skin, and angiokeratoma corporis 
diffusum was then recognized. 

Laboratory data related to the acute renal in- 
sufficiency will not be recorded in detail. The blood 
urea nitrogen reached 124 mg/100 cc. (mg. 96) and 
subsequently declined to normal. Blood and urine 
sulfadiazine levels were elevated during the early 
hospitalization, and sulfadiazine crystaluria was 
apparent. Phenolsulfonphthalein determination be- 
fore discharge revealed a two-hour excretion of 
97%. Total serum lipids were 599 mg. 46. Total 
serum cholesterol was 199 mg. %. Complement 
fixation test for nucleoprotein antibodies was non- 
reactive. The latex slide flocculation test and the 
bentonite flocculation tests were nonreactive. Anti- 
streptolysis 0 titer, febrile agglutinins, and serology 
were normal. Hemoglobin, white blood cell counts, 
and differential white cell count were unremark- 
able. Gastrocnemius muscle biopsy revealed no 
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abnormality. Punch biopsy of an involved skin 
area revealed a multilocular endothelial-lined 
aneurysmal structure filled with erythro¢ytes lying 
mainly within the rete malpighii. There was over- 
lying hyperkeratosis. x 

Liver biopsy revealed no specific abMormality. 
Special stains for lipid and study of sections under 
polarized light were negative for the deposition 
of lipid or birefringent material in the. muscle, 
skin, and liver biopsies. Chest x-rays were* un- 
remarkable after the initial week of hospitalization. 
Electrocardiogram revealed a persistent -rt com- 
plex over the right lateral precordium, and. non- 
specific ST-T wave changes that were present 
only early in the hospital course. Culture of. the 
blood and sputum revealed no pathogens.^ Total 
protein and albumin/globulin ratio were normal. 
No doubly refractile bodies in the urine were-noted 
under polarized light microscopy. sg ii 


€ o 


Comment 


More recent reports of this syndrome 
have stressed the presence of a doubly re- 
fractile diaminophosphatide in the -media 
of many vessels.*? Similar vácuelated 
areas with the same staining characteristics 
have been seen in the ganglion cells of the 
brain, in peripheral nerves, myocardial cells, 
erector pili muscles, Kupfer cells-of the 
liver, foam cells of lymph nodes, and in 
Bowman's capsule and the tubular epithe- 
lium of the kidney. We were unable to 
corroborate these findings in skin, muscle, 
or liver biopsies of our patient. Serum 
evaluations reported to date have all re- 
vealed normal serum lipids. The diamino- 
phosphatide is closely related to, but~not 
identical to, sphingomyelia. On the- basis 
of these findings, Scriba believes this-to- be 
a lipoid storage disease similar to Nieman- 
Pick's disease.* 


d. 


Only supportive therapy, as dictated by 
the symptomatology of the patient, is of 
any merit. It is impossible to prognosticate 
on any one case, as the ultimate course-of 


-— — 


the disease is extremely variable. -- 

Some patients have been observed for 
years with little evidence of systemic in- 
volvement, while others have succumbed 
with cardiac or renal failure in the third to 
fifth decade of life. 

Our patient presented two of the charac-. 
teristic manifestations of this syndrome 
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— cutaneous angiectatic lesions and rheuma- - 
toid sy symptoms. The presence of isosthenu- - x 
ssible to interpret in view of the | 
recent acute renal insufficiency. | 
On numerous occasions the diagnosis of. 
rheumatic fever had been made when the — 
patient. presented with fever and arthralgias 
The diagnosis of meningococcemia is cer- p 
tainly understandable, since the patient was — 
seen in an irrational state with fever and - 
skin lesions which can simulate petechiae. 
Ca wee E^ 


Summary 






—— 





An ~additional case of angiokerato a 
corporis diffusum is reported. = 
The cardinal manifestations have bee n: 


au $ 


briefly reviewed. E 
The key to the recognition of this syn- 
drome is familarity with the cutaneous : 
lesions and a knowledge of the multiple - 


E 


systemic manifestations. E. 
Box 77, Walter Reed General Hospital. | 
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=. This case report deals with an unusual localiza- 
tion of carotenoid pigment associated with diffuse 
- arteriosclerotic cardiovascular disease, following 
| overingestion of saffron. 

- J Carotenemia is due either to metabolic error as 
ps diabetes, xanthoma, and myxedema, or to the 
— excessive ingestion of lipochromes in oranges, 
_ carrots, egg yolks, saffron, and other brightly 
B colored foods." The nasolabial folds, the palms, 
: amd soles are the sites of predilection affected in 


KS. 
jl. 
mu 
A D' pj 


ae mild cases; when severe, pigmentation is gen- 
ES eralized except in the sclerae? Hashimoto‘ 
- gave the concept the name "aurantiasis" when it 


Eis a result merely of overingestion. Wolf," Auck- 
E land? and McConaghey * reported cases in persons 
E eccentric dietary habits. 

Carotene is the yellow coloring matter in the 
B lipochromes of carrots, spinach, palm oil, and 
B nettles. It is a highly concentrated hydrocarbon, 
| Ens. existing in three forms—a, f, and y. All 
. these are precursors of vitamin A, but the alpha 
-form produces twice as much as the other two and 
~ is the one present in largest quantity in natural 


E: Submitted for publication Jan. 29, 1960. 
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- Histopathologic findings: thrombosed blood 
- vessel in cutis with hemorrhage in upper 
- central part. 
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_ Localized Carotenoid Piomentalion (Aurantiasis) 


products. After the absorption of carotene from 
the intestine, the liver converts it to vitamin A 
by a process involving hydrolysis of the double 
bond between the symmetric halves, forming two 
molecules of vitamin A.* Lycopene, the isomer 
of carotene, is the coloring matter of tomatoes, 
rose hips, and bittersweet berries, but does not 
form vitamin A. Carotene is the principal lipo- 
chrome in human serum and is also associated with 
its hydroxyl derivative or xanthophyll. 
the xanthophyll of 


Lutein is 
alpha carotene and is the 
lipochrome in egg yolk and green leaves. 


Jaundice can be readily distinguished from 
carotenoid pigmentation. In carotenemia there is 
no pruritus, the sclerae are clear, the urine is less 
dark and does not contain bile, blood bilirubin is 
not increased, and the stools are normal. 

The chief coloring agent in saffron is the 
glycoside, crocin, a yellow powder which yields on 
hydrolysis a sugar called crocose, found to be a 
digentiobose, and a carotenoid pigment, crocetin. 


Report of a Case 


A 53-year-old Syrian man who had a previous 
history of coronary arterial disease of one year’s 
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duration, noticed pinhead-sized areas Fou orange- 
yellow pigmentation of the left palm. These en- 
larged slowly, forming an irregular arrular patch 
about 2 cm. in diameter. 

The only medication the patient had taken for 
the past year, orally, was the andicoagulant 
phenindione (B.P.). On Sept. 1, 1955 he went 
to Morocco where he spent two weeks. During 
his stay, he ingested saffron daily. He had never 
had the opportunity previously to do sc-—On Sept. 
16, 1959, while flying over the Atlantic, he noticed 
the first yellow spot on the left palm- Medical 
attention was sought when the area enla-ged. The 
right palm has since developed a simizar lesion. 


A biopsy was performed because of the unusual 
localization to one palm and the irreguizrly sharp 
demarcation of the lesion. 

Report of Biopsy.—There was bemefiiae in 
the upper central part of the cutis. There was a 
small thrombosed blood vessel present im the area. 
Free blood elements could be seen throuzhout the 
epidermis and a horny layer in the distinct zone 
(Figure). - ee 


Comment = 


In a person with diffuse vascular diserse, a 
thrombus or embolus may occlude a small arteriole 
without immediate systemic symptoms. Distal to 
the vascular occlusion, hemorrhage occmrs. Ca- 
rotenoid pigments color the blood serum and 
account for 10% to 50% of the color e* plasma 
and fix themselves in the fat of the dermis, sub- 
cutaneous tissue, in the keratin of the e»idermis, 
and in the sebaceous glands. The bizarre ap- 
pearance in this case was due to the over ngestion 
of saffron augmenting the normal carotene in the 
area of hemorrhage. 


Cyclic Estrogenic and Chlorothiazide Therapy in 


Acne Vulgaris 


FRANK E. CORMIA, M.D., New York 


Recently, chlorothiazide was employed in a small 
group of patients for the control of premenstrual 
flare-ups in acne! Because of the promising re- 
sults, additional patients have been treated with 
chlorothiazide, and its effects have been compared 
with those obtained with estrogens. In same in- 
stances the 2 drugs have been given alternately 
with successive menstrual periods; in cases rot 
responding satisfactorily to either agent, the 2 
drugs have been simultaneously administered, The 
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Summary 

An unusual case of localized carotenemi E. 
(auranttasis) is presented following overingesto n 
of lipochromes in a patient with diffuse arterio 
sclerotic cardiovascular disease. 
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- 
results suggest that both chlorothiazide "-— 
gens are helpful in suppressing premenstrual a 
fareups, both when given alone but especial 
when combined. ey 

The material consisted of 110 private paticah sin 
whom premenstrual flare-ups of acne consistently 
occurred. In many patients it was not possil 
to evaluate properly the effect of the estrogenic 
or diuretic agent; when these were eliminated, 55 5 
patients were available for study. Necessarily, all; 
patients were given instructions for cleansing a 
a mild colloidal sulfur lotion; some were treate E 
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also with mild peeling and stimulating agents, 
i such as dry ice and ultraviolet lamp. Superficial 
- x-radiation, 450 to 900r, was given to 12 patients, 
ad a broad-spectrum antibiotic was given to 9 pa- 
| p tients with severe secondary infection. 
| Treatment results were evaluated with regard to 
* E the severity of the acne and of the premenstrual 
— flares and as to the degree of improvement to be 
E. 
a expected from concurrent therapy. Chlorothiazide 
5 . (Diuril) was given in a minimal dose of 500 mg. 
. daily for 10 days before the period; when re- 
I. ported premenstrual weight gain was excessive, 
3 1 gm. daily was given for the first 2 days. 
— Estrogen (Premarin) was given, 1.25 mg. to 2.5 
a mg. daily for 8 to 13 days before the period. 


Em. 
| g 


E Results of Treatment 


JM 
E. The over-all results of treatment with chloro- 
-thiazide and estrogenic hormone are compared in 
.. the Table. Premenstrual flare-ups were moder- 
potes or completely suppressed in 72% of patients 
. treated with chlorothiazide, as compared with 64% 
f given estrogens. Concurrent x-ray therapy was 
given in 4 patients treated with chlorothiazide but 
< did not modify the results. However, it definitely 
E E the results in the hormone-treated group. 
. Hormone therapy was moderate to completely sup- 
pressive in 83% of 12 patients given radiation, 
E. but in only 56% of 30 patients not receiving x-rays. 
- With each agent, the per cent of complete to 
- moderate suppression of acne flares diminished 
- with increasing severity of the premenstrual flares. 
-. For patients with mild, moderate, and severe 
flares, good results were obtained with chloro- 
= thiazide in 88%, 75%, and 40%, respectively. The 
a Š corresponding figures for estrogen therapy were 
72%, 66%, and 50%. Both drugs were given 
concurrently or in alternation in 14 patients. One 
patient not responding to chlorothiazide did well 
on estrogen, while the reverse was true in 3 pa- 
tients. Four patients had variable suppressive 
E effects with the 2 drugs; in 3 of these the effect 
E - was potentiated by the concurrent administration 
— of estrogen and diuretic. Both drugs were given 
. concurrently in 6 patients; moderate suppression 
of flare-ups were obtained in 3 and complete sup- 
- "pression in 3. In this small group combined 
therapy was superior to the use of either drug 
— alone. 


ta 


w "X" 
Ta PF a " 
+o PICOT T eet eee IRE 


Comparison of Cyclic Estrogenic and Chlorothiazide Therapy in Acne 


Suppression of Premenstrual Flare 





. Drug No. Complete Moderate Poor 
mh rg M —— 
No % No % No % 
T . 
© Estrogenic hormone 42 13 31 14 33 15 36 
- Chlorothiazide 26 g 30 11 42 7 28 


2g 


Reactions to estrogen were infrequent, consisting 
of occasional gastric distress and delayed or pain- 
ful menses. Two patients developed reactions fol- 
lowing 2 tablets of chlorothiazide; one consisted 
of hot and cold flashes, cramps, and diarrhea, and 
the other of temporary dizziness. No symptoms 
of potassium depletion were noted. 


Comment 


It would appear that estrogenic hormone and 
chlorothiazide are moderately’ effective in the 
suppression of premenstrual flare-ups of acne vul- 
garis, that chlorothiazide is more effective than 
estrogen, and that the simultaneous employment 
of both agents is superior to either one alone. 
Since the patients were drawn from private prac- 
tice, other therapy was necessarily administered. 
However, review of a control series given topical 
medication supplemented at times with solid carbon 
dioxide or ultraviolet lamp revealed that these 
agents were ineffective in the suppression of pre- 
menstrual flares. This was also true in the few 
patients given antibiotics. X-ray therapy did exert 
a definite suppressive effect on premenstrual flare- 
ups, increasing the apparent effectiveness of estro- 
gens from 56% to 83%. Eliminating this factor, 
the over-all effectiveness of estrogen therapy in 
30 patients not treated with x-rays was 56%, as 
compared with 72% of the 26 patients in the 
chlorothiazide group. 


An attempt was made to correlate the suppressive 
effects of chlorothiazide on premenstrual acne 
flares with weight loss; or prevention of weight 
gain, In general, patients lost from 1l to 3 lb. 
on the first 48 hours of chlorothiazide therapy, 
and subsequent weight gain in the last portion of 
the menstrual cycle was prevented. As a rule, 
suppressive effects were most pronounced in pa- 
tients who previously had gained from 2 to 5 Ib. 


in the premenstrual period. However, a few ex- 


ceptions were noted in which considerable weight 
loss was not associated with any suppressive effect 
on the flare-up. 


The mechanisms of action of chlorothiazide and 
estrogenic hormone in the suppression of pre- 
menstrual acne flares are not precisely known. 
With chlorothiazide, diminution of tissue electro- 
lytes, notably sodium, with resultant decrease in 
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_ skin water, is "probably the main factor. Javert? 
. has suggested that progesterone excretion is fa- 
cilitated by the diuresis. The nature of the sup- 
pressive effect of estrogenic hormone is even 
more obscure. Progesterone or derived androgenic 
products presumably increase sebaceous gland ac- 
tivity, and progesterone secretion is known to be 
chiefly responsible for fluid retention in the last 
part of the menstrual cycle. Estrogens antagonize 
androgenic effect on vaginal and uterine mucosae, 
and it is probable that they exert comparable 
antagonistic effects on sebaceous gland secretion. 
Jarrett? found that when diethylstilbestrol (Stil- 
bestrol) was administered for 21 days, there was 


7 E 
ps 


E 

Ed a considerable decrease of measured surface sebum. 
BW 2 

E Reactions to estrogens or chlorothiazide were 


E infrequent and mild; however, there are some 
" points which might favor the use of the latter 
a. agent. Unjustified as it may be, there is a growing 
sentiment against the use of estrogenic hormone 
because of supposed carcinogenic effects. There 
is further resistance, especially from mothers of 
is patients, to the use of estrogens in the early teens. 
3 Finally, cyclic estrogen therapy cannot be rationally 
planned-in the presence of irregular, delayed, or 
missed periods. In such instances, therapy with 
chlorothiazide is well tolerated and frequently has 
a decided beneficial effect. 
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Summary 


A comparison has been made between c 
estrogen and chlorothiazide therapy for these 
trol of premenstrual flare-ups in acne vulgaris. e 

With the method employed, both drugs are noc 
erately effective in the suppression of premenstr 
acne flares. 

The suppressive effect of estrogen and chloro=, 
thiazide tends to be progressively decreased with 
increasing severity of premenstrual flare-ups. — 

There is some suggestion that chlorothiazide is 
superior to estrogen in its suppressive effect ; 3 
there are also certain practical avant inc ats 
use. * 

The combined use of estrogen and chloro! hi 
is probably superior to either drug alone or the 
control of the premenstrual flares of acne. 
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a EARL D. OSBORNE, M.D. ; 
1895-1960 


s The shock of the sudden death of Earl D. Osborne, breaking into the orbit 
— of his many friends, has left them numb and without the ability to express their 
- deep sense of loss. Words seem inadequate and memories evaporate, leaving only 
: = an irreplaceable void. However, his zest of life, his inexhaustible fund of wit and 
E wisdom, his tremendous interest in people and life's activities leave everyone the 
- better for having known him. It was a happy experience to work with him, to 
E golf with him, or to join him in a social gathering, where he was usually 
the genial host. 








E c EARL D. OSBORNE, M.D. 
E. 1895-1960 


In his many activities, his constant companion and advisor was his devoted 
a A wife Emily. She and their son Earl, Jr., will need great fortitude to bear this 
. sudden tragedy. Emily was a great help to him i in his work in planning his organ- 
4 zing activities. 

zd His death will cause a great impact on the international affairs of Dermatology, 
L because, as Secretary of the International Congress of Dermatology, he had great 
plans for its success. Judging by the results of his genius in guiding other derma- 
tologic assemblies, its future was assured. Despite a warning about his health, 
he was actively working on the details of the Committee Meeting of the Inter- 
.  mational Congress of Dermatology to be held in New York on July 26. 


ut One month earlier, he was informed at the Mayo Clinic that he had a severe 


= vascular disturbance, which necessitated a complete rest. However, his rugged 


individualism abhorred a life of inactivity, and he decided to carry on as usual. 
Earl Osborne died as he would have wished—in the companionship of his friends, 
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at the Sane he loved, on the gol” course of the Buffalo Country Club on Saturday 
afternoon, July 23. 

Earl D. Osborne was bora Petoskey, Michigan, on Feb. 1, 1895. He 
received his B.S. degree in 1917 aad his M.D. degree in 1919 at the University 
of Michigan. He served his ixe-nship and fellowship in the Department of 
Dermatology and Syphilology -æt -he Mayo Clinic from February, 1919, until 


January, 1923. For 6 months rior to his departure, he was an Associate on 


the permanent staff in charge cf research in the Department of Dermatology and 


Syphilology. He received the Ceeree of M.S. from the University of Minnesota 


in 1924. 
Doctor Osborne moved to Evffalo on January 1, 1923, as an associate of Dr. 


Grover W. Wende, then Professer of Dermatology in the University of Buffalo - 
School of Medicine. He began teaching in the department at once—at Meyer 
Memorial Hospital, Buffalo Geteral Hospital, and the Children's Hospital He 
reorganized the Syphilis Departxen- at the Meyer Memorial Hospital and imme- — 


EUURUTPUUEUUPPUSMPONE HA RU ee 
A P ahi T 


diately instituted a three-year tramimg program in Dermatology and Syphilology — 


at both Meyer Memorial Hospit» aad the Buffalo General Hospital. 


Doctor Osborne was one of the Founders’ Group of the American Board of 
Dermatology and Syphilology waen it was organized in 1933. Since that time 


more than thirty men have trainzd in dermatology and syphilology at the Univer- 


sity of Buffalo under the directo-sh p of Doctor Osborne. They completed their 
dermatologic training and passec the Board examinations—there have been no 
failures. 

Following the untimely death ef Dr. Grover W. Wende in February, 1926, 
Doctor Osborne was made Actirg Frofessor of Dermatology and Syphilology at 
the University of Buffalo Schoo ef Medicine. This appointment became perma- 
nent in May of that year. Doctor Osborne served as Professor of Dermatology 


‘and Syphilology for almost thirty-£ve years and served three terms on the Execu- 


tive Committee of the Medical ScFeo. He also taught medical ethics to the senior 


students in medicine. He retired ‘rom these positions on July 1, 1960, because _ 


of his age. 


Doctor Osborne was elected z member of the American Dermatological Asso- 
ciation in 1926, at the age of 3L Fe served on its Board of Directors for ten : 


years and was President in 1951- 952. 


Doctor Osborne was one of tae original Founders’ Group of the American . g ; 
Academy of Dermatology and Syphilology and served as Secretary of this group. 


He served as Secretary and Secretary-Treasurer of the Academy for a period of 
twelve years, from 1937 until 19. He was elected President in 1950, and on 
this occasion was presented with a citation establishing the Earl D. Osborne 
Fellowship in dermalpathology a- the Armed Forces Institute of Pathology in 
Washington. This Fellowship anrtal pays a salary of $4,500 per year to a man 
in training in dermalpathology. Simee 1950, Doctor Osborne has served as Chair- 
man of the Committee on Educatien cf the American Academy of Dermatology 


and Syphilology. This Committee tas charge of the entire education program of — | 


the Academy. e 

Doctor Osborne was elected Chainnman of the Section on Dermatology of the 
American Medical Association for the year 1957-1958. 

As President of the American Dermatological Association, ecto Osborne 
served as the official representative ef that organization at the International Con- 
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gress of Dermatology held in London in 1952. As Chairman of the Section of 
Dermatology of the American Medical Association, he served in a similar capacity 
at the International Congress of Dermatology in 1957 in Stockholm. At the latter 
meeting he was elected Secretary-General of the next International Congress of 
Dermatology to be held in this country in 1962. 


Prior to 1928, the Buffalo General Hospital had never had an Out-Patient 
Department organized as such, with proper coordination and cooperation between 
all departments of the Hospital. Consequently, from 1926 to 1928, because of 
the economic conditions and other factors, the wards of the Hospital were con- 
sistently less than half-filled. With the cooperation of the Director of the Hospital, 
Doctor Mooney, and the Board of Trustees, Doctor Osborne opened the old 
Kimberly cottage as an Out-Patient Department in 1928. Within six months the 
quarters were completely inadequate, and all ward beds were filled with patients 
who came into the Hospital by way of the Out-Patient Department. Because of 
this, the Board of Trustees constructed the new South Building containing two 
floors of out-patient facilities, including teaching facilities for medical students. 
This building was opened in 1931. Doctor Osborne served as President of the 
Medical Board for four years, and for a period of five years, supervised the 
educational program for the house staff. In the drive to raise money for the con- 
struction of the new West Building, Doctor Osborne served as Chairman of the 
Medical Staff Committee, which raised approximately $350,000 for the Hospital. 

Doctor Osborne was the author of more than fifty scientific papers, all pub- 
lished in A.M.A. journals. He was a member of Sigma Xi and Alpha Omega 
Alpha national honorary fraternities. 


In these days, when men appear to be in fear of living, tending to hide in 
social security, and hesitate to take the decisive steps of life as individuals, and 
hesitate to fight for their own rights and those of all men, we need more men like 
Earl Osborne. Leadership is a quality of man which is needed in all fields of life. 
Rugged individuals like Earl have helped to found and organize our great 
medical institutions, which have established American medicine in a position 
second to none. Personalities like Earl have undoubtedly stimulated the spark 
of leadership in the younger men, for he was known as one of the best lec- 
turers at the University. He was always interested in the guidance of the 
students and the younger members of the societies. He stimulated an interest in 
research, but he was first and always a solicitous, expert clinician, whose first 
interest was the care of the sick and needy patient. 


Medical meetings continue to interest the older members. They enjoy greeting 
and hearing the future leaders of Dermatology. Previous happy reunions are 
recalled, old pals are missed, and there comes to mind the words of James Russell 
Lowell on his sixty-eighth birthday : 

As life runs on, the roa grows strange 
With faces new, and near the end 


The milestones into headstones change 
"Neath every one a friend. 


e ^  Joun G. Downing, M.D. 


It is with a sense of deep privilege and regret that I write this brief note of 
appreciation of the outstanding and devoted services rendered by Earl D. Osborne 
as Secretary-General of the International Congress of Dermatology to be held 
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in this country in 1962, a post t which he was elected in December, 1957. Over a 
period of some eighteen montEs, we were in repeatedly close contact regarding 
the details of the Congress, wich involved zrrangements of considerable com- 
plexity and scope. Osborne spayed an impressive capacity for anticipating 
various needs and problems ami “or developimg ways and means to meet them. 
As a result, all major facilities for the Congress were reserved some two and | 
one-half years in advance. All -hat remain are details, admittedly numerous, but E 
purely finishings to be added © = solid and sturdy framework already erected. — 


In the formulation of the Scientific Prog-am, Osborne delegated the chief 
responsibilities, but with the cke mandate tha: this chief aspect of the activities 
of the Congress should reflect, s fully as possible, the great advances which have 
been made during the past five y=ars in our knowledge of the normal and abnormal 
skin, and that the principal pacers and discussions should be given by the indi- - 
viduals, basic scientists, and clir Eians alike, whe have made the chief contributions. | 


Perhaps the most revealing ev dence of Earl Osborne's remarkable capacity 
to plan dispassionately and objectively was the manner in which he reacted to a 
finding of extensive vascular dase in an examination carried out shortly before 
his death. He initiated discussions of a possible successor to him as Secretary 
General. During all this, he utt*-el no word cf complaint regarding his lot, but 
displayed a remarkable and cala a-ceptance of the inevitability of Fate, and an 
even greater determination to coetiaue to discharge his duties and responsibilities 
to the limits of his capacity. 


In these brief words, I speak fcr all the members of the Congress Committee 
of the American Academy of Dermatology. Throughout all our future meetings, 
the presence of an absent member will be felt, end remembrance refreshed. Earl 
Osborne, ave atque vale. 

z: Donap M. PILLSBURY 
| Presicent, XII International Congress 
of Dermatology, 1962 


Col It is with sincere regret and z deep feeling of personal loss that the American 
E: Academy of Dermatology and Syghi«logy notes the death of Dr. Earl D. Osborne. 
- The Academy cannot adequately pay :ts debt of gratitude to him, who, with a few Ek 
t i friends, was instrumental in its tcmmation. In the case of an organization so large — a 
E as the American Academy of Dermatology and Syphilology, it can seldom be so 
Mec truly said that one person was so fu ly responsibe for more than twenty years of — 
Ee conduct of its affairs as was the esse with Dr. Earl D. Osborne and the Academy. i 
Perhaps even less often can an @ ganization so strongly influenced by one person a 
be in such a favorable position t5 move forwarl after his death—a real tribute ! 
to the individual who was so active j1 the formation of this organization and who — 
gave so much of himself to make it progressive and vigorous. A person of Dr. E 
Osborne’s strength of character mizht so easily have dominated the structure 
he had built, but he had other hoes and plans for the Academy—and its subse- 
quent growth and development wil 5e the best possible memorial to his wisdom 
and organizational ability. As eary as 1949, Dr. Osborne had the opportunity to 
E: realize the extent of recognition ai appreciation by his friends when the Academy — 

| chose to honor his name by the F2!lewship in H stopathology. Through the sub- — 
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sequent years his associates in the Academy have E. increased ‘admiration 
and respect for his progressive outlook and continuing accomplishments on its 
behalf. 


Francis W. LYNCH, PRESIDENT 
Ropert R. KIERLAND, SECRETARY 
American Academy of Dermatology 
and Syphilology 


In is said that there is no indispensable man, but such were Earl Osborne's 
abilities, his efficiency, and his indefatigable and selfless devotion to every task 
he undertook. Because of these, he became well-nigh indispensable. American 
dermatology has long recognized Osborne's unique capacities and preeminence in 
many organizations. In the past three years his brilliant work as Secretary-Treas- 
urer of the forthcoming International Congress of Dermatology has helped us 
to build firm foundations for its success. The architecture of the 12th Congress 
will surely have a distinctive form because of Osborne's genius for planning. His 


; B. dermatologic colleagues in every member-country of the International League of 
T. Dermatological Societies owe a debt of gratitude to Earl D. Osborne, and all of 
. us suffer through our loss of him. 


- — INTERNATIONAL COMMITTEE OF DERMATOLOGY AND INTERNATIONAL LEAGUE OF 


DERMATOLOGICAL SOCIETIES 


Marion B. Sulzberger, President, U.S.A. 

Sven Hellerstróm, Secretary-General, Sweden 

Louis A. Brunsting, U.S.A. 

Robert Degos, France 

Francisco Flarer, Italy 

José Gay Prieto, Spain 

Werner Jadassohn, Switzerland 

F. Kogoj, Jugoslavia 

S. Lapiere, Belgium 

Alfred Marchionini, Germany 

Gordon Mitchell-Heggs, Great Britain 

Marcel I. Quiroga, Argentina 

Ex-officio : 

Carl-Henrik Flóden, Secretary of the 11th 
Congress, Sweden 


E Clarence Livingood, Secretary-Treasurer of the 


12th Congress, U.S.A. 
Donald M. Pillsbury, President of the 12th 
Congress, U.S.A. 


Earl, as he was popularly known to many of his personal friends, was known 
to me over a span of twelye years. His organizing genius is well known to the 
American Dermatology in the shape of the thriving Academy, and I cannot add 
any more superlatives to glorify this achievement. God has. willed otherwise than 
utilizing his genius in the field of organization of International Dermatology on 
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which he shad just embarked. 7 [th his chardctllkietie zeal and capacity, he had 
laid the foundation for the next International Congress at Washington in 1962, 
and wrote to me in 1959, that he had already prepared the ground to meet the 
huge financial commitments for the support of the above Congress to the tune of 
$100,000. 

I had the,privilege of meet.mg aim at the International Congress at Stockholm 
in 1957, during a delightful lumeh2on in an old Swedish Inn in the company of 
other American colleagues. H= was, as usual, the central hub of the party, and 
his delightful wit was the spire. Again, in 1959, I was privileged to stay with 
him at Buffalo before the Aca-Ems meeting. Although he was my senior in age 
by almost thirty years, I never ft ill at ease in his company, as he had no bearing 
of an aloof senior. I spent a most enjoyable weekend in his company, and he _ 
talked about many facets of this personal and organizational activities. His p" 
thoughtfulness in making stranzers at ease was reflected in his having planned — . 
a round-the-clock weekend pragram for my visit, in which he had sandwich - 
dinners at his and his friends and colleagues homes, a visit to Niagara Falls, - 
visits to the clinic and hospitals discussions on innumerable topics ranging from — - 
Dermatology in Europe and th> U S.A., to his appreciation of the capacities and - = 
help of other friends in his dri; for the organization of the Academy and the — 
International Congress. x Et 

His private clinic with Dr. Jorcon and Dr. Crissey, who were associated with | 
him for almost eighteen years and eight years, respectively, is a lasting monument - AE 
to his genius in business orgarizaton in a profession. It was an eye-opener tog E 
me to learn that without any hitd:, a professional partnership could run smoothly, - 
as it was based on a sense of fær-play and respect to the junior colleagues. The 
clinic ran like a miniature hospital “rom morning to evening for six and one-half - 
days of the week. He had up-to-date records and investigations of his private E 
patients from the very inceptior of his clinic. He developed his own investigative 
and treatment facilities at the dmc, which one generally associates with large 
hospital departments. It was an education to me to have learned the many. facets of 
his personality. American and Istemational Dermatology will miss him for all 
times. 
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The New, Newer, and Newest 
Herman Beerman, as most of you must know by now, was deservedly honored by the 
Society of Investigative Dermatology, which he has served so faithfully. A “Herman Beerman 
Lectureship” was established, the lecture to be given by a distinguished scholar at the annual 
meeting of the Society. Beerman has not only been the secretary for many years, but he has 
literally been the embodiment and soul of the organization. 


From Europe, we had 3 stimulating visitors—Marchionini early this summer, Werner 
Jadassohn of Geneva, and H. Schuerman of Bonn in the later summer. All 3, on their way 
across the country, stopped to lecture at the University of Chicago. Marchionini- spoke “On 
the Relationship of Dermatology to the Social Sciences and the Humanities." Jadassohn, 
speaking on “Chemical Constitution and Biological Effects—Remarks from the Dermatological 
Point of View," began with the statement that there are 3 kinds of dermatologists engaged 
in chemical research—those who are good chemists, those who think they are, and those who 
are very poor chemists but who unfortunately have an uncontrollable penchant to pursue the 
subject. Schuerman spoke on “Cheilitis Granulomatosa, A Widespread Disease in the Human 
Body." Something must have been lost in the translation. 


The travel bug has bitten some of our people too; among them was Joe Klauder, who, 
in September, left on a dermatologic trek to Manila, Singapore, Hong Kong, India, Istanbul, 
and Spain. He might very well have run into Walter Wilson somewhere along the line, 
probably in Japan or India. Frederick Reiss observed dermatology in Greece, Turkey, and 
Italy. Herman Goodman was apparently fascinated by the dermatologic hospital in East 
Germany, and Harry Robinson, Jr. spent a "busman's holiday" visiting hospitals in England, . 
Ireland, Scotland, and Wales to return a voluble Anglophile. 


A testimonial dinner to honor Marion B. Sulzberger will be held November 21 at the 
Hotel Pierre in New York. 

Vincent J. Derbes, New Orleans, was named Executive Editor of Dermatologia Tropica, 
the official journal of the International Society of Tropical Dermatology. 

Lawrence Frank, Brooklyn, has been appointed Professor and Director of the Division 
of Dermatology at the State University of New York, Downstate Medical Center. 

Gustav Asboe-Hansen succeeds the late Dr. Haxthausen as Professor and Chairman of 
the Department of Dermatology and Venereology at the University of Copenhagen. 

The Journal of the Society of Cosmetic Chemists for August published a highly compli- 
mentary article about Aaron Lerner, written by L. Earle Arnow, one of Lerner's first pre- 
ceptors. It is, in fact, a eulogy. . 

Lerner, in October, delivered the Lloyd W. Ketron Lecture at Johns Hopkins Hospital— 
the subject, “Melanin Pigmentation.” 


The Pacific Dermatological Society, meeting in Victoria, British Columbia, September 1-4, 
was addressed by Robert Kierland, Henry Haber of London, H. Schuerman of Bonn, Walter 
Lobitz, Robert Burns, Paul Fasal, Rees B. Rees, whichever way you read it, Robert Pom- 
marening, John Lamb, R. Lang of South Africa, and Donald Williams of Vancouver. Louis 
Winer's Presidential Address was on “Differential Staining and Histopathological Surprises." 
Aren't they always? The Nelson Paul Anderson Memorial Essay Contest Winners were 
William B. Reed and Joseph Pidgeon—the subject, “Cutaneous Studies in Patients with Spinal 
Cord Injury.” One item on the program for some reason was especially intriguing to me. 
It was “Cure for Baldness—Clinical Demonstration of Amazing Results with a New Modality.” 
The author was not listed. 


The Illinois Academy of General Practice was addressed September 26 by Richard M. 
Oliver on “More Effective Management of Herpes Zoster.” The Elkhart Indiana County 
Medical Association was addressed by Sam Zakon on “Psychosomatic Dermatology.” 


Can it be that there is a shortage of dermatologists developing in the country? To judge 
by the number of “help-wanted” letters received by the various training centers in the past 
vear, it would seem so. 


H.R. 
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Society Transactions 





What Is This(?)* 


A 19-vear-old Negro woman has hmd -ecurrent 


episodes of swollen painful joints a31 a rash on 


the legs for the past 20 months. Sue was first 
seen one year ago at which time the ankles, 
knees, and left elbow were swollen. Af present 


she is comfortable except for some pzr znd limi- 


tation of motion of the left elbow jort  -nlarge- 


ment of the lymph nodes of the left anterior 


cervical chain, which was first noted 10 months 


aeo, has since become more marked. Sae was free 


of cutaneous lesions last summer. new crop 


of lesions appeared on the legs a few weeks ago 


without attendant swelling of the jams. The 
patient takes "cod liver oil pills, +°Vay cold 
tablets and BC's." 

The lesions are distributed symmetmeally over 
the legs. During the acute phase they were dusky- 
red, rounded, tender, nodular elevatiens. Where 


resolution has occurred there is hyperpgrzn-ntation 


* The full discussion will appear nex month in 


the Transactions of the Bronx De-matodlogical 


Society, Feb. 18, 1960. 


air] slight depression in the center of some lesions. 


Ne ulceration or scarring can be seen. The re- 
gienal lymph nodes are discrete, firm, walnut- to 


egz-sized and fully movable. 


c<oentgen examination discloses no abnormalities 
in the lungs; changes in the joints were inter- 
preted as consistent with 


the diagnosis of early 


rheumatoid arthritis. Cystic lesions of unspecified 
na&ire were noted in a metacarpal. The hemogram 
was within normal limits except for a hemoglobin 
of 11.0 gm. During the first acute episode the 
sed mentation time was 20 mm/hr.; an L.E. test 
total 


an A/G ratio of 1:1. 


was negative; proteins were 7.1 gm. with 
Serologic tests for syphilis, 
uric acid determination, EKG, and repeated urinaly- 
sis Zave negative results. The test for C-reactive 


prowin showed a trace, later a 2+ reaction, but 


the latex fixation test was negative. A fundo- 
scopic examination revealed no changes. Intra- 
dermal tests with Frei antigen, coccidiomycin, 


histeplasmin were negative. A tuberculin reaction 
of I to 2+ was obtained with 1:10,000 O.T.K. 


ag 1.—Clinical aspects. 
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A housewife, aged 50, born in Irelane, is pre- 
sented from the Group Clinic of the Celumbia- 
Presbyterian Medical Center. She as had 
pigmented spots on her lips and in = mouth 


* The full discussion will appear next morth in 
the Transactions of the Manhattan Dermatolegical 
Society, April 12, 1960. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Harold N. Cole Jr., M.D., President 
Sam |. Sato, M.D., Secretary 
Thomas E. Netherton, M.D., Recorder 


March 24, 1960 


— .  Sarcoidosis. Presented by Dr. E. SrvaexAwos, 
= = Dr M. M. Jattap, and Dr. K. Y^maxoro 
(Service of Dg. Rura Rauscukors, CEve-and 
Metropolitan General Hospital). 
A 44-year-old male Negro was first seer in the 
Dermatology Clinic of Cleveland Metsq@pol tan 
General Hospital on March 8, 1960, becase of 
.. asymptomatic lesions of the face, neck, and rorum 
of 4 years’ duration. He had consulted a general 
. practitioner and a dermatologist in 1956. ^ Bioosy 
was performed, and he was treated with “pi 1s” 
and “hip shots" with temporary improvement. 
Tuberculin skin test and chest x-rays at thet time 





were negative. He discontinued the treatme or 
| economic reasons. The patient said he hac “‘tad 
^. . blood" and negative spinal fluid in 1943 aad wzs 
. . treated in Charity Hospital. There was no mly 
= history of tuberculosis. 
gs . On physical examination there are many >.pwes 
Ex scattered on the scalp, face, neck, and scrortur. 


Some of them are confluent to form a small 
= plaque. Annular and circinate lesions with eb- 
= vated borders and depressed centers are pmeseat 
on the face. Examination otherwise is nc r=- 
e markable. - 

~ Laboratory  Findings.—STS—Kline qualizttire 
= 3+; VDRL reactive; Kline quantitative 2 units; 
. Kolmer reactive. Hemogram and ‘urinalysis mor- 
. mal, Total protein 9.1 gm. %, with album: 4,e, 
— globulin 4.5, and A/G ratio 1:0.02. PPD 1 1. 
Chest x-ray revealed cardiomegaly accordiag to 
the cardiothoracic ratio, no evidence of recat o 
active pulmonary infiltration, and enlarged aila- 
nodes consistent with sarcoidosis. X-rays of »etk 
hands were not remarkable. 

F The biopsy report is chronic granulomatous in- 
— . flammation of the skin consistent with sarcoidesis 


Submitted for publication July 18, 1960. 
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since the age of 21. When she was seen on 1g. 
28, 1959, there were dark-brown patches ont 

gingiva and buccal mucosa, but only cliche p 
mentation on the vermilion border. The unusu: al 

feature was longitudinal striae of Dikmeni in 
the medial portion of several finger nails and toe 2m 
nails, extending from the lunula to the nail margir E 


Special stains failed to reveal acid-fast bacilli a 


Discussion 


Dr. oHN A. KENNEY: This patient prese i ts 
beautiful examples of the infiltrative plaques hicl $ r 
sarcoid can produce in the skin. In additio 
the facal lesions exhibited today, he also e. s 
plaques at the base of the penis and over th 
lateral »ortion of the scrotum. The bic psy p 
sented with the patient shows a gran ds 
reaction with epithelioid tubercles, a pictu: 
sistent with the diagnosis of sarcoidosis. = 

It is cf interest that this patient’s intrac itar 
tuberculin test is positive. This does not e exi 
the diagmosis of sarcoidosis, for some 20% o 30% 
of patierts with proven sarcoid will show a posi. ^ 
tive reaction. The fact that roentgenograms of^s 
this patient's hands showed no bone lesions is in — 
accordanee with the finding that bone lesions in E 
sarcoid are extremely rare in the Cleveland area. x | 
The hila- lymphadenopathy shown on the chest - 
roentgenagrams only serves to emphasize the fact - 
that cutameous sarcoid is but one manifestation of | 
a generaazed disease in which intrathoracic _ i 33 
volvement is the most frequent accompaniment, — 
It has been pointed out that the duration of t ties 
skin lesior goes hand in hand with that of the intra- - E 
thoracic abnormality. : A 

An editerial in the Annals of Internal Medicine — 
(51:174 [July] 1959) carried a brief review of 
some of fhe newer epidemiologic studies of Ws -E 
coidosis. Some ¿details might be in order here 
Michael ard his associates (Am. Rev. Tuberc. 6 
403-407, 1950) reported a study of 350 cases « of | 
biopsy-proren sarcoidosis seen in the Armed For orces. A 
during World War IL They pointed out the $; 
marked concentration of cases, based on T th- x 
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PD place, in the Southeastern States and found a 
Boicominantly rural distribution of cases. Gentry 
and his associates (J. Clin. Invest. 34:1839-1856, 
- 1955) also studied this group and attempted to 
—— relate the high frequency ratio among inductees 
p. from the Southeastern States to the character of 
the soil, the only factor they found significant. 
~ Cummings and his associates (Postgrad. Med. 19: 
437-446, 1956) studied 1,194 cases of sarcoidosis 
hospitalized in 172 veterans’ administration hos- 
| pitals between 1949 and 1954. The distribution of 
— their cases did not conform to the soil characteris- 
tics postulated by earlier workers but rather with 
4 the distribution of forests in this country. Cum- 
-  mings and Hudgins (Am. J.M. Sc. 236:311-317, 
' = 1958) made a study of various forest products and 
-— found that pine pollen took the acid-fast Ziehl- 
— Neelsen stain like tubercle bacilli. A chemical 
AN study of pine pollen pointed the finger of sus- 
^ - picion at mycolic acid and a,e-diaminopimelic acid, 
— substances that have also been isolated from 
E zA tubercle bacilli and from lungs and lymph nodes 
È - of cases of sarcoidosis, but not from normal tis- 
. a sue. Although these observations do not prove pine 
pollens to be the cause of sarcoidosis, new paths 
of investigation have been discovered which in 
|... time may bear fruit. 
E- Necrobiosis Lipoidica Diabetic Diabetes 
— . Mellitus (Mild, Recently Discovered). Pre- 
p sented by Dr. E. Sevastranos, Dr. M. M. JAL- 
LAD, and Dr. K. YAMoro (Service of Dr. RUTH 
RAUSCH KOLB). 
A 50-year-old white housewife was admitted to 
the Medical Service of Cleveland Metropolitan 
E General Hospital on Jan. 28, 1960, because of 
— acute myocardial infarction. She was first seen by 
E the Dermatology Service on consultation Feb. 2, 
eo 1960, because of well-defined, brownish-red plaques 
ve a on the left shin of 8 years’ duration. There was 
pno. family history of diabetes mellitus. 
Examination of the skin showed 2 nummular, 
E. (slightly atrophic, brownish-red lesions of silver- 
— dollar-size on the anterior aspect of the left leg, 
and a third similar lesion of dime size just below 
the left knee. The centers of the lesions were 
" E ishuy yellowish, and the surfaces were traversed 
by telangiectatic blood vessels. The lesions were 
slightly tender to pressure. 
Laboratory Findings.—Normal CBC. Urinalysis 
= showed. negative sugar, trace of albumin. STS- 
negative. Total cholesterol 338 mg. %, choles- 
terol esters 225 mg. %. Total lipid 960 mg. % 
. (normal values 500 to 800). Fasting blood sugars: 
— (1/30/60) 105 mg. 96; (2/1/60) 97 mg. %; 
- (2/2/60) 101 mg. 96; (2/3/60) 110 mg. %. Two- 
- hour postprandial blood sugar (2/3/60) 140 mg. 
. 9$. Glucose tolerance test: fasting, 102 mg. 96; 
30 minutes, 137 mg. 96; 60 minutes, 210 mg. 96; 
2 hours, 137 mg. 96; 3 hours, 78 mg. %. 
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Biopsy.— There is dense perivascular infiltration | 


of lymphocytes, histiocytes, and epithelioid cells. 
Occasionally, a large cell with foamy cytoplasm is 
seen. The blood vessels show slight thickening 
of their walls with endothelial proliferation. In 
one area there is a thrombus within a small vessel. 
Impression: Consistent with necrobiosis lipoidica 
diabeticorum. 


Therapy.— The patient was placed on a 1,200 


calorie diet with satisfactory control of the dia- 
betes. 


Discussion 


Dr. Ruru RauscHkorB: This case illustrates 
the persistence necessary in making the diagnosis 
of diabetes mellitus and of necrobiosis lipoidica 
diabeticorum. This patient had several normal fast- 
ing blood sugars, and there was no glycosuria. 
The 2-hour postprandial blood sugar and the 
glucose tolerance tests were necessary to establish 
the diagnosis of diabetes mellitus. 


I feel these tests are essential in cases where 


necrobiosis lipoidica diabeticorum is in the dif- 
ferential diagnosis, before excluding the presence 
of mild or latent diabetes mellitus. 

Dr. KENNETH Burpick: In the recent litera- 
ture there have been comments that necrobiosis 
lipoidica diabeticorum is synonymous with granu- 
lomatous disciformis chronica progressiva, except 
that in the latter, patients do not have diabetes 
mellitus. Actually, what Dr. Meischer described 
in 1948 was a condition he thought was an atypical 
tuberculid; he included this in a differential diag- 
nosis with atypical sarcoid and tertiary syphilis. 
In Hildebrand’s series (Hildebrand, A. G.; Mont- 
gomery, H., and Rynearson, E. H.: Necrobiosis 
Lipoidica Diabeticorum, Arch. Int. Med. 66:850 
[Oct.] 1940) of 86 cases with necrobiosis, 87% 
had diabetes mellitus. Twenty-five per cent pre- 
sented with necrobiosis and diabetes; 5696 were 
known diabetics who later developed necrobiosis. 
There is no relationship between the progress of 
necrobiosis and the severity of the diabetes. How- 
ever, the primary vascular changes seen in necro- 
biosis may be related to the etiologv of the diabetes 
itself. 

Engle and Hammond have reported on the blood 
and vascular changes which occur in necrobiosis 
lipoidica diabeticorum. They found elevations in 
the protein-bound hexose. This has been as- 
sociated with other conditions having so-called 
"sludging of the blood," which they found was 
also true in this disease. The occurrence of lesions 
on 4he shins was felt to be secondary to these 
changes in the blood. They also found other blood 
changes, such as elevation of the a-2 globulin and 
glycoproteins, which they considered significant. 

Dr. RutH RaUuscHKOLB: Hasn't skin grafting 
been used in the treatment of necrobiosis ? 
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Dr. Grorce W. BINKLEY: Yes, it was reported 
from Duke University, J. L. Calleways group, 
in very stubborn and widespread necrebicsis. But, 
before doing that with small lesions saca as this 
patient has, consider the subcutaneous injection of 


steroid preparations which has been very seccessful. 

Angiokeratoma Corporis Diffusum Universale >f Fabry. Pre- 
sented (by invitation) by Dr. A. N. Ranutay. 

Fiborsarcoma? Neurofibrosarcoma? — Atyp.e! Fibroxan- 
thoma? Presented by Drs. E. Srvasr. woe M. M. 
Jatan, and K. YAMAMOTO. 

Pemphigoid. Presented by Drs. Sevastiancs Tatap, and 
YAMAMOTO. 

Dermatitis Herpetiformis, Trichophyton Rukan, Pulmo- 
nary Tuberculosis. Presented by Drs. SvasTIanos, 
JarLAp, and YAMAMOTO. 

Epidermolysis Bullosa Simplex, Milia, Develegmental Re- 
tardation. Presented by Drs. SEVASTIANOs, AELAD, and 
YAMAMOTO. 


MANHATTAN DERMATOLOGICAL SOC ETY 


Adrian Brodey, M.D., President 
Maurice J. Costello, M.D., Secretary 


Feb. 9, 1960 


Basal-Cell Epithelioma of the Sole. Presented 
by Dr. ApnrAN DBRODEY. 


Discussion 


Dr. ApgrAN Bropry: This patient was »resented 
to alert ourselves to the occurrence of  asal-cell 
epitheliomas in this location and to their tec=ptive 
appearance. These lesions are invariably eiagnosed 
clinically as fibromas or plantar warts. 


Chronic Dermatophytosis and Onychomycosis 
Due to Trichophyton Rubrum. Prese@mted by 
Dr. ADRIAN Bropey. 

A man, aged 43, has suffered with an ruption 
of the palms and soles, and nail involvement since 
the age of about 15. During this perioc, he had 
been treated with many varieties of faagicdes, 
x-ray therapy, and mechanical debridem2at, with 
varying degrees of improvement. 2 

On Aug. 12, 1959, he presented erytheama and 
scaling of both palms and the volar aspects of the 
fingers. The plantar regions and the sides of the 
feet were similarly involved with a chara ter stic 
moccasin-like distribution. The fingernail, with 
the exception of those on the right fouti and 
the left second and fifth fingers, and all «rails 
were dystrophic, with marked destruction xad dis- 
figurement. Griseofulvin (250 mg. q.i.d.) was pre- 
scribed without accompanying local therao*. The 
patient has continued faithfully on this program. 
He now presents virtually normal fingernai with 


Submitted for publication June 30, 1960. 
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Abbpecia Areata. Presented by Drs. SEvASTIANOS, Jar AD, 
HI +, 


and YAMAMOTO. i Eu A 
Alepecia Areata (Malignant Alopecia Areata), Atopy. Pre 
sented by Dr. R. RAUSCHKOLB. 


Id»opathie Alopecia Areata. Presented by Dr. 
RAUSCHKOLB. 


R. ES 


Po.ttraumatie Scarring of the Scalp (Obstetrical), Co S 
genital Defect of the Sealp? Presented by Drs. 
SEVASTIANOS, JALLAD, and YAMAMOTO. 


Kemtosis Palmaris et Plantaris. Presented by Dr. R. R a 
Ë AUSCHKOLB. E 


Hosgkin's Disease Formerly Diagnosed as Mycosis Fuit x 
ides. Presented by Drs. SEvASTIANOS, JALLAD, and - 
YAMAMOTO. s 


Mycosis Fungoides. Presented by Drs. SEVASTIANOS, | 
JeLLap, and YAMAMOTO. E. 


Lymphoma, Basal-Cell Epithelioma. Presented by Das. 
SEVASTIANOS, JALLAD, and YAMAMOTO. 


sligh er improvement of the toenails. The inter r- 
esting feature is that erythema and scaling of the 
palms and soles are still evident. Se 

The patient is presented to demonstrate the rela lan E 
tive effectiveness of griseofulvin therapy and fo or 
discussion regarding future management of the - 
case, : 


Discussion 


Dr. Perry SacHs: Goldman et al. (J. Oh: " 
Feb. €, 1960) cited recurrences on the sol am 
patien who was taking griseofulvin. They fc 


feet as for ringworm in other areas. Howeve 
claim that local use of the drug was he 
manag ng these recurrences, 


an excelent result in this 4 case. I fate a^ yout a 
married woman patient with onychomycosis due di 
Trichoshyton rubrum. I removed all her nails under - 
general anesthesia in the hospital. She is now 
taking 12 tablets of griseofulvin a day, without - 
improvement. My experience has been the opposite L. 
of that cited. I have had patients whose hands and | 
feet have cleared up completely, without the slight- 5 
est improvement in the nails. This case is very | i 
encourazing. 

Dr. Davm Broom: In the Sydenham Hospital - 
Skin CEnic, we have treated more than 30 cases — 
of tinea capitis with griseofulvin with great suc-  . 
cess. The few patients who had recurrences were 3 
those in whom we did not have the hair cut, or ^. 
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Brno did not take the medication as ordered. In 
— mail and glabrous skin infections, I would think a 
1 = combination of oral griseofulvin with external anti- 
fungal agents is the method of choice. 

- Dr. O. Canizares: Have the members seen any 
H "reactions to griseofulvin? I have found more reac- 
_ tions than I expected from reading of treatment 
clinics. I wonder if private patients are more 
_ prone to react than clinic patients? They get 
pes catia, etc. Today Dr. Holzman at Bellevue 
. told me of 2 cases he has seen with so-called ninth- 
a fey erythema. We used to see this type of reaction 
with the arsenical drugs. The patients have a high 
Oh which finally subsides, and a morbil- 


5 
Ve 
-Ad 


5 : E would be interesting to see if they could do so 
without developing another reaction. 

Dr. M. J. CosrELLo: I had a patient who de- 
veloped a reaction like that. After it disappeared 
she took the drug again without recurrence of 
the toxic dermatitis medicamentosa. 

- Dr. Joun W. DovucHerty: I have a patient 
E. Erho got the drug from England and started to 
- take it early in 1959. Ten months later, after she 
^. had taken 4 tablets a day, I cultured T. rubrum 
— from her soles, although her fingernails have 
- improved. If this drug is fungistatic, it isn't quite 
RN static" enough, because the organism is at least 
d^ ON eeping up with the keratin growth. 

— Dr. Aprn Bropvey: I have seen only one 
cutaneous eruption in a patient who had been to 
E the seashore and developed a severe erythematous 
. eruption at the sites of exposure to the sun. I 
- discussed this phenomenon with his physician, who 
zs -subsequently related a similar instance of a patient 
- who had developed an eruption on exposed places 
E after taking griseofulvin. A few days after dis- 
E continuing the drug the patient resumed it, but 
stayed indoors. The eruption did not recur. I 


- the fingernails is of paramount importance. 

~ DR. PauL Gross: There is no doubt that griseo- 
^ fulvin is an interesting and useful drug. The 
-. results in onychomycosis have been disappointing, 
so it is gratifying to see the good therapeutic 
a ect in this case. Considering the chemotherapeu- 
tic mechanism of the drug, combining its admin- 
istration with periodic debridement of the infected 
Es may shorten the treatment. 

i Dr. Davin Broom: Do you think the drug is a 
t photosensitizer ? 

— Dx AprtAn Bropey: I haven't found any such 
- instances in the literature, but my own experience 
_ strongly suggests that it is. 

E — Dr. Orranno Canizares: Marf years ago I 
hae cases of gonorrhea treated with penicillin 
in which the patients developed an eruption on 
"areas exposed to sunlight. This drug is related 
. to penicillin and it may act in the same way. 
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EA iform or scarlatiniform eruption. In those cases 
I don't think the patient took the medication again. - 


x p with Dr. Costello that the improvement of - 
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Boeck's Sarcofl ^ asied by Dr. ADRIAN 
BRoveEY. £f 


A podiatrist, aged 55, was first seen in Aug., 


1959, for the treatment of furunculosis. He also | fw 


presented a lesion of the scalp of some years’ 
duration. This was oval, 2 cm. in diameter, with 
a slightly raised border. The peripheral 0.5 cm. 
was yellowish-brown, with telangiectasia, and the 
central part was skin-colored. Biopsy showed 
many epithelioid cells, multinucleated giant cells, 
and some suggestion of tubercle formation. The 
interpretation of the Drs. Sachs was that the 
findings suggested a  Boeck's sarcoid reaction, 
possibly of a lichenoid type, although granuloma 


. annulare could not be entirely ruled out. 


Urinalysis, complete blood count, erythrocyte 
sedimentation rate, and blood chemistry studies were 
all normal. X-ray examination of the chest and 
hands revealed no bone pathology. Tests with old 
tuberculin were negative in dilutions of 1:10,000 
and 1:1,000. A tuberculin patch test was also 
negative. 

The patient is presented for discussion of diag- 
nosis and treatment, as the lesion is a significant 
cosmetic defect to him. 


Discussion 


Dr. Jack Worr: I would favor the diagnosis of 
granuloma annulare on the basis of the clinical 
features. 

Dr. PauL Gross: I would like to see another 
biopsy on the basis of the clinical and histologic 
findings. It could be necrobiosis lipoidica in a 
very unusual site. I cannot make a diagnosis of 
granuloma annulare because the surfece is not 
homogeneous and the color is not consistent, but 
there is a decided yellowish tinge. 

Dr. Jonn W. DoucHerty: I had the same 
thought as Dr. Gross, based mainly on the color. 

Dr. Perry SacHs: While the deeper tissue is 
not present in these sections, the findings are not 
those of necrobiosis. I think it is a superficial 
lichenoid sarcoid. 

Dr. M. J. Costetto: I agree with the diagnosis 
as presented. 

Dr. Davin Broom: Because of the yellowish 
color and the histologic findings, I would also 
favor the diagnosis of Boeck’s sarcoid. 

Dr. ApnRIAN Bropey: I think the suggestion of 
necpobiosis is a very astute one. The question of 
therapy has not been discussed, assuming it is 
sarcoid, 

Dr. Davin Broom: X-ray therapy could be of 
benefit. 

Dr. M. J. Costetto: Years ago we used to see 
these lesions, and we cured them with x-rays, 
though it took a lot of treatment. 

Dr. ApRIAN Bropey: I was planning to use 
electrodesiccation or solid carbon dioxide. 
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Pies andy Ero Presexed by Dm. 
d NATHAN SOBEL. 





K A 2l-year-old woman was first seen on Nov. 


EAE ^ 


Er. 38, 1959, with an eruption of 114 yea-s' duration. 


D 


There is a profuse eruption of srmll, discrete 
lesions on the chin, nose, cheeks, aad forehead, 
which are mostly covered with som» crast. On 
both elbows and wrists there are erythematous 
crusted lesions, some of which suggest pyoderma. 

A biopsy done elsewhere was diegnesed as 
lichen simplex chronicus, although sh- was told 
= that she had parapsoriasis acuta et variol formis. 
3 Previous laboratory studies showed normal 
values in protein-bound iodine, blood -ho-esterol, 
and blood count. Our laboratory reporsed normal 
urinary findings and absence of porplwrin in the 
urine. The blood count was again normal 

The biopsy slide mentioned was erz:miaed by 
Dr. Walter Rosenberg, who found a ocal peri- 
vascular inflammatory reaction consistirg of round 
cells and histiocytes throughout the cerium. In 
the middle of the section the epide-mis was 
acanthotic and presented mild interceFular and 
intracellular edema. The granular layer was not 
noticeable. There was no parakeratess. Mild 
edema was seen in the subepidermal zene. The 
basal-cell layer was indistinctive in some areas. 
Diagnosis: Could fit in with light eruption. 

The eruption has improved while t patient 
has been taking 250 mg. of Aralen daily 


Discussion 


Dr. PauL Gross: I would like to see this 
patient studied for subacute lupus erytbema:csus. 
The eruption in this case resembles te small, 
macular type of lesions occasionally seen n pus 
erythematosus. A bullous or vesicular reaction 
$ would not rule out such a diagnosis. 

Dr. Maurice J. CosrELLo: I am surprised that 
nobody mentioned dermatitis herpetiform-s with 
those lesions on the elbows. However, tt lesion 
that most resembles dermatitis herpetifo-mis is 
dermatitis factitia. I can't conceive of = lizht- 
sensitivity eruption with lesions on the middle 
third of the face. I would be inclined to thHiak -hey 
are neurotic excoriations. Graham reported ‘oss 
of the gag reflex with corneal anesthesa and 
glove anesthesia in 70% of the cases. TH- gTl's 
gag reflex is absent. I think she should be bos- 
pitalized and studied. Right now I would uspect 
neurotic excoriations. i 

Dr. WirBERT SacHs: I know of no way of 
diagnosing light-sensitivity eruption by  mic-o- 
scopic means alone. If the clinician didn’t sagg=st 
light sensitivity, I am wondering how the pathol- 
ogist did. I couldn’t do it. 
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Ccntact Dermatitis Due to “Man Tan.” Pre- 3 
sented by Dr. ORLANDO CANIZARES. — 


A 27-year-old white, unmarried woman T 
"Man Tan" for the first time on 3 consecutive ; 
days in mid-Dec., 1959. About 2 weeks later a - 
patchy, erythematous eruption appeared on the - 
hards, arms, legs, and face, and became progres- . ; 
sively worse. By the end of January prurit S à 
and edema of the hands and feet developed, with 
considerable scaling. 

A^ patch test was performed Jan. 26 (upper 
test), which did not become positive until Feb. 4 
A second (lower) patch test was perkal TH ec 

A roentgenogram of the chest and urin alysis 
were normal. Complete blood counts on 4 occa E 
were normal except for the white cell count, a 
follews: Jan. 19, 26,800; Jan. 21, 18,500; Jan. | 
26, 22,400; Feb. 5, 20,400. $ 

A biopsy was performed on Feb. 8, but a 
slide is not yet available. = 


Discussion 


Dr Jonn W. DouGHerty: I understood Ee 2 
product was tested with prophetic patch tests a 
got zn absolutely clean bill of health. I furig A 


"EN 
- 


understand that it is quite a simple compound. 
whick apparently reacts with keratin and prodt ses 
a yellow color which, as Dr. Marvin Brod ley | 
pointed out, resembles jaundice more than any- 
thing else. This is the second case of dermatitis 
I have observed. Since it is a chemical combination - : 
with <eratin, I think the dermatitis is going $ 
last uatil the keratin grows away. | 
Dr. Davi» BrooM: As the patient devel : d. 
the dermatitis 2 weeks after the first application 
of the "Man Tan," one has to assume that she | 
became sensitized during this time. However, the E 
late reaction to the patch test is baffling. 


Dr. Aprtan Bropey: I have received many | 
phone calls from patients asking whether this prep- - 
aratiom can be used safely. I corresponded with — 

. t ra 
the mznufacturers who presented evidence thz it 
it had been tested by a number of our colleague S 
in Nev York. 


Dr. M. J. CosrELLo: I don’t see how prophet 
patch testing can mean anything. The subject has 
to become sensitized first. Prophetic patch testing - 
is hazasdous for that reason. I believe these tests — 
are done routinely in all cosmetics investigations, — :M 


Dr. Faur Gross: What do you call prophetic? E. 
Dr. M. J. CosrELLo: Prophetic patch te 

is a wey to get around the law. However, i c 

you test them today and then 2 weeks later, | 


certain aumber will have become sensitized. E 

Dr. JoHN W. DOUGHERTY: 
prophetic patch test is. 
weeks later. 
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-~ Dr. Marvin Bropey (by invitation) : They are 
- repeated about 4 times. 

E- Dr. Tuomas N. GRAHAM: It is true, then, that 
an allergy may develop in a person after many 
| Biyears of contact to the same material. I question 
E the value of patch tests in this type of case. 

— Dr. M. J. Costo: Nonprophetic would be 
dc a better term. 

Dr. OngrANpo Canizares: It is interesting that 
d Ene case mentioned had an almost immediate re- 
action. Of course we don't know how many 
. times it had been applied previously. In the case 


~ shown today, the eruption appeared after 2 weeks. 


Ethe doctor who first saw her thought it was a type 
! ; of urticaria. It went through the stage of des- 


about 14 days ago and read in 48 hours as nega- 
_ tive. Then I saw the patient 10 days later, and 
there was a definite area of edema and erythema. 
Dr. Shapiro then applied a second patch test, and 
$ 3 this also developed edema. Another feature is the 

— high white blood count, which we cannot account 
for. It may have been high before, but it should 
© be followed up. I understand that this preparation 
L has n used by some for vitiligo. I don't see 
E he advantage. You can stain the skin with walnut 
juice or something else. 


M' 


Facial Granuloma with Eosinophils. Presented 


» by Dr. NATHAN SOBEL. 


A 64-year-old man noted a small spot on the 
E left ala nasi about 6 years ago. After a few 
~ months it had grown to dime size, and it has not 
E argad since then. Two smaller areas subse- 
Pe uently developed on the left side of the nose, 
and one on the right, remaining about the same 
“size. The patient has had a gastric ulcer since 
—. 1927, and suffered a coronary occlusion in 1957. 

— On the right side of the nose there is a slightly 
-— elevated, sharply circumscribed lesion, 1 by 1.5 cm., 

$ prim a smooth, bluish-red surface. A similar area, 
-1 cm. in diameter, is present on the left ala nasi, 
3 E . and 2 smaller ones 0.5 cm. in size are seen on the 

- left side of the nose. 

-The blood count showed hemoglobin 13.2 gm., 
P blood cells 4,590,000, and white blood cells 
pA 
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3 MANHATTAN DERMATOLOGICAL SOCIETY 
E: March 8, 1950 


E 4 Hypertrichosis Due to Dilantin, Presented by 
Dr. Jonn W. DOUGHERTY. 


= The patient is an 18-year-old epileptic girl, who 
— had febrile convulsions at the age of 5 years and 
NS 


| bó — Submitted for publication July 20, 1960. 
A 230/838 


aa There was tremendous edema and redness, and — 


-= quamation. The first patch test was performed | 





5,400, 


with polymorphonuclear*® leuckocytes 48, 
lymphocytes 48, eosinophils 5, basophils 1, and 
monocytes 3. Urinalysis showed normal values. 


Biopsy revealed in the upper third of the corium 
and separated from the epidermis and the adnexae 
by normal connective tissue, a dense cellular in- 
filtration consisting of histiecytes, plasma cells, 
round cells, and eosinophils. The collagen around 
some of the blood vessels seemed to be indistinctive. 
Some of the capillaries were dilated. The epidermis 
was normal. Diagnosis: Facial granuloma with 
eosinophils. 


Discussion 


Dr. Davin BLoom: The term “eosinophilic gran- 
uloma of the skin” applies to a cutaneous change 
which is a part of Hand-Schüller-Christian disease. 
The granuloma presented by this patient, although 
etiologically obscure, is quite a different entity. 

Dr. M. J. Costetto: This is not unlike lympho- 
cytic infiltration clinically. Are these lesions radio- 
sensitive? 

Dr. Jonn W. DoucHerty: Eosinophilic gran- 
uloma of the bone is radiosensitive, but it 1s not 
related to eosinophilic granuloma of the face, | 
which is associated with Hand-Schüller-Christian 
disease. 

Dr. NATHAN SoBrL: I think the difference has 
been adequately discussed. I believe this belongs in 
the group called facial granuloma with eosinophils, 
which is an entirely different disease, unrelated to 
Hand-Schiiller-Christian disease. We have had 
several cases, and they are not radiosensitive. When 
these granulomas are excised they always recur. 
We have had fair results with solid carbon dioxide 
treatment. 

A Case for Diagnosis (Eczema Keratoticum (Occupational), 
Refractory to Therapy). Presented by Drs. MAURICE J. 
COSTELLO. 

Presented by Dr. ADRIAN Bropey. 


Presented by Dr. Maurice J. 


Arsenical Keratoses. 

Hydradenitis Suppurativa, 
COSTELLO. 

A Case for Diagnosis (Dermatitis Vegetans? Bowen’s 
Disease ?). Presented by Dr. ORLANDO CANIZARES. 


Secondary Syphilis in an 80-Year-Old Man. 
DR. Joun W. DOUGHERTY. 


Presented by 


at 7. Dilantin was begun at the age of 7 and has 
been continued to date. Seizures continued until 
she was 11; from then until she reached 14 she 
had none. Since then she has had seizures 
sporadically. Recently there has been some de- 
terioration of higher functions. The patient does 
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not know when her hirsutism began. Nene has 
occurred in female members of her f£amly. 
There are many prominent, dark, hezwy Fairs on 
the chin and upper lip. A normal female ?scatcheon 
is present, and the body hair appears nc—m:zl The 
gums are hypertrophic. Bimanual recta examina- 
5 tion shows no abnorngalities. 
F A complete blood count, urinalysis, -nd spinal 
E fluid examination were normal. No arclrogen or 
steroid analyses have been done. 


Discussion 


Dr. Maurice J. Costetto: How was it oroved 
that the hypertrichosis in this case was -aused by 
Dilantin? This girl is apparently hai-ng some 
mental deterioration and neglects her zgpezrance, 
so that she is not cutting off these hairs George 
Henry Fox said the insane were prone exhibit 
—  . hypertrichosis, which was probably no- inherent, 
E but due to neglect. 


— 
"Y*. 


Dr. DoucLas Torre: Even without mental de- 


E terioration, hirsutism is apparently rather- common 
with Dilantin. 
Dr. Davin Broom: Hvypertrichosis curs in 
| porphyria and following ingestion of Daantn. I 
EU wonder whether there is some common pathczenic 
$ factor. 
E Dr. Perry Sacus: I don't know of ar» specific 


features to prove that the hypertrichosis & dae to 
Dilantin. I wonder what the patient's meabelism 
is, since this might be on the basis of an 2adoerine 
dysfunction. 

Dr. NATHAN SoBEL: There are so many«chences 
that it is endocrine in origin, that I domt know 
how it can be attributed to Dilantin. 


Dr. RoBERT ABEL (by invitation): The -eusclo- 
gists told me about this case, and ther ag-eed 
to a man that it is an everyday occurrence Mesan- 
toin also sometimes causes hirsutism. One of the 
men on our staff says that many people who Fave 

| electrolysis in his office say they have epilepsy 
and are taking Dilantin. Also, without toe mach 
factual basis, but on hearsay, I understemd kat 
most drugs that affect the lower midbrzii may 
cause hypertrichosis. We are not sure of this, 


Dr. M. J. Costetto: This girl has maim long 

adult hairs, and not lanugo or soft, nonsetnamal 

: hairs, as seen in porphyria. This appe-rs to 

: affect hit or miss long terminal hairs, wich to 
: me would be against that diagnosis. d 
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E Dr. NATHAN SosEL: Is this reversible, a with 
steroids? When you stop the drug, do the hars 
fall out? ^ 


x Dr. RoBERT ABEL (by invitation): Most »eo»le 
E are on Dilantin for life. 

Dr. Aprtan Bropey: This is a very instractiwe 
b case, and I am glad to have seen it. We were 
ee not aware that hypertrichosis could result fram 
B 
i: 










































ingestion of Dilantin, although we were familiar S 
witt hypertrophy of the gums. x 
Dr. M. J. Costetto: I don’t doubt the possible .- 
coincidence of hypertrichosis and epilepsy. Ine F 
heri ed hirsutism may be the cause. I have treated - 
many patients with epilepsy who had hypértric hoai E. 
but I have treated some who did not. The fact | i 
that speaks against that cause is that her facial 
hairs are terminal and not lanugo. 
De. Joun W. Doucuerty: I think Dr. Abel is 
right and I believe it is significant that the 
neurelogists all agree. Another patient developed 
hype-trichosis at the age of 10 years, and I think — a 
that is significant also. We called Parke, Davis — 
& Company and were told that this is one of 
3 complications resulting from use of the “ea 
hypertrichosis, hypermotility, and hypertrophy o 
the gums. Our informant said the only thing he 
could find in the literature was that a very low Re 
perceatage of patients on Dilantin therapy de- “ 
veloped hypertrichosis. I think it is an interesti o 3 
findinz, and I, at least, am convinced that Dilantin i | 


sog 


playec a role in this case. | un 
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Eosinophilic Granuloma of Skin and Mucou £i 
Membranes in Association with Diabetes 
Insppidus. Presented by Dr. JouN W. DoucH - 
ERTY. zu 


A 26-year-old electrician was in good healt th” 
until zbout 1953, when his weight rose from 18 0 
lb. to 240 Ib. He states that as long as he « can | 
rememoer, he has had an unusual thirst. At ab out . 
the time of the weight gain, he noted the onset- of. a 
impoteace. Two years ago he developed painfu dos 
rectal fistula for which he was operated upon x 
These failed to heal and are still present. Aboud P. 
one year ago he developed asymptomatic lesions — 
on the aard palate. In August, 1959, granulomatous 
lesions appeared in the groins. The rectal and - 
groin lesions were treated with various antibiotics, | 
steroid& and fungicidal agents, without change. 
Around January, the patient's scalp became red and | 
scaly. This has responded to some degree to Selsun. - “a 

The past history indicates some kind of ear 
trouble as a child, which called for surgical inter- | 
vention. E 

There are granulomatous lesions in the groins, - E. 
perianaly, and on the hard palate. The scalp - 
shows a spotty and diffuse erythema and scaling. | 
The patsent is obese and somewhat lethargic. Body E 
hair is in female distribution. ES 

Roentgenograms of the chest on 2 occasions have _ 
shown 2 irregular strand densities in the right ad 
third aml fourth anterior interspaces. Gastroin- B 
testinal and small-bowel series and a barium ` 
enema were nofmal. Proctoscopy showed normal » 
mucosa for 15 cm. E 

The bzsal metabolic rate was —33% ; protein- E 
bound iodine was 5.2 mg. %. Blastomycin, coc- ` 
cidioidin, histoplasmin, and lymphopathia venereum - 
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skin tests were all negative. Cultures from the 
/- groin were negative for fungi. The specific gravity 
; - of the urine was 1.003. Blood counts were normal 
E for 796 eosinophils on one occasion A 
_ test with purified protein derivative was positive 

s >in the second strength. The spinal fluid examina- 
tion was normal; glucose tolerance was normal, 
ES rand total chidibdteso! 260. Pituitary vottidottodis 
- and 17-ketosteroids were below normal, and ‘a 
- strongly positive test for diabetes insipidus was 
E obtained. The feces were negatum for ova and 
_ parasites. 


= with irregularly rounded nuclei lying im- 
mediately under the epidermis. Plasma cells and 
E. 2 fair number of eosinophils were also seen. 
E £ n analysis of the 6 cases (including the 

esent one) so far reported gave the following 
2 Buts: diabetes insipidus, present in all 6; scalp 
ai : ovement present in 4; response to x-ray 
herapy, good in 3, fair in 2; bony involvement, 
esent in 4; chest involvement, present in 3; 
re ponse to cortisone, no help in 2; response to 
ry, no help in 3; response to triethylene 
mine (TEM), 1 out of 2. 


a Discussion 
D 
E E D» PAuL Gross: Except for the unusual skin 
E - lesions, one would have to consider Hand-Schüller- 
- Christian disease in an adult. 
— DR. Perry Sacus: I examined these slides, and 
E. while the eosinophils are not plentiful, they are 
. evident in the vessels themselves. There are many 
large cells, and I got the impression of a lympho- 
_ blastoma. I will agree, considering the entire case, 
that it is eosinophilic granuloma of the skin. I 
Nr. Es see any foam cells; that is difficult on cursory 
. examination, but T understand from Dr. Dougherty 
3 : that foam cells were not found. 
— DR Jonn W. Doucuerty: Nor Donovan bodies. 
RA Dr. RoBERT ABEL (by invitation) : I think he 
shows 2 of the 3 cardinal signs. All he lacks is 
$ - punched- -out lesions in the skull. 
~ Dr. Doucras Torre (by invitation): I am 
- wondering how the roentgenologist interpreted the 
ay infiltration. 
= .. Dr. Jonn W. Dovcuerty: Our interest in this 
E sort of case goes back to 1946, when we had a case 
= at New York Hospital which was reported in the 
fa ji _ ARCHIVES OF DERMATOLOGY from a meeting of the 
- New York Dermatological Society. That woman 
— had punched-out lesions in the skull, huge lesions 
3 on the hard palate, lost all her teeth, and had 
= profound diabetes insipidus. Then a case was re- 
. ported in Surgery, Gynecology and Obstetrics by 
a Mackee, and later Kierland repdtted 5 cases of 
- what he and I, also, have called eosinophilic gran- 
- . uloma of the skin and mucous membranes in as- 
-.  sociation with diabetes insipidus. I didn't count 
- . one of Kierland's cases in an infant, which I 
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Biopsy showed a dense. infiltrate of mononuclear 


think was. a borderline case of | CHEST s 


disease. This patient is doing remarkably well 
with x-ray therapy. He does not have bony in- 
volvement. 

I believe this is an entity; I don’t think it is 
Hand-Schüller-Christian's disease, or  Letterer- 
Siwe's disease, and it is not ordinary eosinophilic 
granuloma. I think it at least merits clinical 
grouping on its own. The first slides, taken from 
the buccal mucosa, which I was unable to get, 
were tentatively read as lymphosarcoma. 

Dr. WirBERT SAcHs: Dr. Lewis’ case showed 
almost pure eosinophils and no other types of 
cells. » 

Dr. Joun W. DoucuHerty: I got out the slides, 
and they were quite similar. 

Dr. Davin BLOOM : 
membranes of the mouth, pharynx, and larynx is 
frequently described as one of the features of 
Hand-Schüller-Christian disease. I do not under- 


stand, therefore, why the involvement of mucous _ 


membranes in this patient should make one con- 
sider this type of case a special entity. 

Dr. Jonn W. DoucHerty: I think the skin 
lesions here do that. 


Myelogenous Leukemia with Pediculosis 
Corporis-Like Eruption. 
Davin Boom. 

A white woman, aged 62, presents a severely 
pruritic, excoriated, crusted eruption on the chest, 
arms, back, and gluteal areas. The eruption re- 
sembles that of pediculosis corporis, except that 
parallel excoriations are absent over the shoulders, 
and no pediculi are found in her underwear. The 
eruption has been present for about 6 months. 
There is no lymphadenopathy, but the liver and 
spleen are palpable as far as 4 fingerbreadths 
below the costal margin. 

The blood count shows hemoglobin 11.3 gm.; 
erythrocytes 3,100,000; leukocytes 40,000, with 
polymorphonuclear leukocytes 63%, lymphocytes 
19%, monocytes 2%, band forms 5%, and myelo- 
cytes 6%. 

The past and family histories are noncontribu- 
tory, except that the patient is also suffering from 
diabetes. 


> Discussion 

Dr. Perry Sacus: I am not sure the patient 
hagl actual lesions; they might be excoriations on 
the basis of the blood dyscrasia. I felt no infiltra- 
tion. There were small groups of excoriations 
which vaguely suggested dermatitis herpetiformis, 
but this is not the diagnosis. 

Dr. NATHAN SOBEL: I believe it is a leukemid. 

Dr. M. J. Costetto: Myelogenous leukemia is a 
great mimic. I have reported several cases. One 
presented itself as an id reaction, with lesions 
which later became true infiltrations. Here, inter- 


Involvement of the mucous 


Presented by DR. SUE 
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show the true reaction of the disease. T taink Dr. 
Bloom named it well, because the erunrior certainly 
simulates pediculosis corporis. 

Dr. PauL Gross: We mustn’t foet that she 
also has diabetes, and she may have pnzitts because 
of that. She belongs in the group «f cases in 
which another cufaneous eruption -sumes the 
clinical and probably the histologi- picture of 
leukemia of the skin, with Koebners lesions. 


Dr. Davin BrooM: I consider this = acrspecific 
eruption and not a true leukemid. Excrt for lack 
of involvement of the shoulder region and absence 
of parallel excoriations, the eruptior resembles 
severe pediculosis corporis. As to toe <iabetes 
producing pruritus, I have rarely seer <ereralized 
pruritus in diabetes; I have observec it in the 
genital region affected with Monilia. 


Alopecia Areata in Four Generaiers (By 
History). Presented by Dr ‘ern W. 
DOUGHERTY. 


A 5-year-old girl has had patchy Ess >f hair 
over the vertex for 3 months. There hes been 


mild pruritus on occasion. One month aze nother 


patch of alopecia developed over the cezpat, and 
one week ago a third bald spot in the =ame area. 
The hair loss has been gradual. S= ases a 
natural-bristle brush and occasionally —-a-s her 
hair in a pony tail. She has been well aZ her life. 

The child's mother has had severe aspecia 
areata since the age of 12. Her mothers sister 
once had alopecia totalis. Her materm | grand- 
mother had eczema and loss of hair as a eh 1d. 

Over the left occiput there are 2 pztches of 
total alopecia 3 cm. in diameter. The scal» appears 
normal in this area. Over the central -ersex is 
an 8X3 cm. patch of irregular partial 2!cpecia, 
with some follicular prominence and heav- scaling. 

Culture and potassium hydroxide pr-sar:tions 
are both negative for fungi. 


Discussion 


Dr. NATHAN SOBEL: Alopecia areata «a3 be 
hereditary. I have seen it in siblings, in «dertical 
twins, and also in parent and child. Az `æ as 
this case is concerned, the alopecia was eyrical 
in the child. I was interested in the long eurztion 
in the mother. There are cases of alopec = areata 
where the hair never returns. 

Dr. WıLeerT Sacus: I don't believe zlep-ia 
areata in more than one generation is vav com- 
mon—in fact, it is extremely uncommon. | da't 
believe it is on a hereditary basis because NE see 
sO many cases, and it is very infrequent to see 
more than one in the same family. 
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Dr. NATHAN Sopet: In the book by Orn 
and Montgomery, there is the statement that - 10% 3 
o: cases of alopecia areata are hereditary. mf 

Dr. M. J. Costetto: I don't think it is m 
cammon in 2 generations or in 2 persons in t 
same family, but I do think it is uncommon is in 
3 zenerations. It is reported that gastric polypos is 
is associated with alopecia areata. This child’ 
mether stated that several members of her far il 
have intestinal polyposis. It might be interes itin 
to study her family to determine the incid. nee 
It is not always easy to demonstrate this co ndit ioi 
by proctoscopic or x-ray examination. ^n 

Dr. Jack Worr: We have been looking | 
alooecia areata for many years, and our predece 
sors for many more years, and yet few 
hawe been impressed by a hereditary or far n 
relationship. Epidemics of alopecia areata I 
beea described, but considerable doubt exist 
to whether these epidemics in orphanages M ve 
tinea or alopecia areata. The problem of alopeci: 
arecta still remains mysterious and unsolved, | In ti i 
absence of any known cause, coinciden ce -as 
possble explanation for occasional here "i 
famlial occurrence must also be conside 


Dz. PauL Gross: Do any of those ai 
show any nail changes? 
Dr. RomBERT ABEL (by invitation) : The m 
said she had had changes at one time. 


Dr. Davin Broom: I believe familial occu rene 
of awpecia areata is not rare. I have presegli i 
before this Society several cases, one in siblin 
and ethers in 2 generations. The fact that cor n- 
parat vely few cases are familial does not speal 
against its being hereditary in nature. It may. be 
due te an incomplete penetrance of the gene, which : 
is res»onsible, for instance, for psoriasis occurring 
in families only in about 3096 of the cases. Of 
course, the same pathogenesis responsible for the 
hereditary type may also be acquired and caused 
by noahereditary factors. * 

Dr. Perry SacHs: The child showed an unusi a} 
feature, a pronounced redness and scaling of one 
patch. The mother claimed she had applied only 
a mild ointment to this as well as to the other areas 

Dr. M. J. Costetto: I was impressed, as Or 
Sachs said, that the lesions were rough and scaly. 3A 
rather -han having the typically smooth, billiard-ball 4 
appearence. : 

Dr. oux W. DoucHerty: For that reason, we 
did mrcologic studies. Actually, 4 generatio S 
were affected—the mother’s grandmother, the - 
mother’s aunt, the mother, and the child—all with 
alopecia areata. In the textbooks, a hereditary 


occurremce of alopecia is mentioned as uncomme E 
Basal-Cel_ EpitheRoma: Result of Treatment by Excision, 
Presented by Dr. Jonn W. DOUGHERTY. 
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$ Atopic Dermatitis with Bilateral Atopic Cata- 
-© racts. Presented by STANFORD DIVISION OF 


; E DERMATOLOGY. 


A 47-year-old, white married housewife and 
= -part-time medical records bookkeeper has had a 
| recurrent eczematous eruption of the face, neck, 

^a und flexural forearms since the age of 4 months. 
. few years ago blurring of vision was noted in 
“the left eye. and 3 months ago in the right. 


E present there are symmetrical coalescent 
ythematous papules and plaques over the entire 
body with marked lichenification in all flexural 
e creases and on the buttocks. White dermographism 


— is present There is moderate generalized lymph- - 
Many linear excoriations are present - 


- adenopathy. 
_ on the shins and anterior ankles. 

Si . Visual acuity is reduced to hand movements at 
hed ft. There is a mature cataract on the left, with 
"M. anterior capsular involvement. On the right an- 
terior and posterior subcapsular opacities are 
si p with capsular involvement in small areas. 


Many local preparations have been prescribed. 
Ese has been taking methylprednisolone ( Medrol). 
E X-ray therapy and tranquilizers have been used 
E: the past. 
E. 
^N Discussion 
b. Dr. Rees B. Rees: There is some question about 
— the incidence of atopic cataract. Kierland found 
3 the incidence as high as 10%. It has been pointed 
out that this may be “piling” or “heaping” of 
< statistics because people with unusual forms of 
disease gravitate to a great institution, so that the 
| true incidence is probably lower. 


E 'This also raises the point of the medicolegal 
^a Aspects of the use of radiation. An ophthalmologist 
thought we had produced x-ray cataracts in a 
patient with atopic dermatitis whom we had once 
— irradiated. This occurred some years ago. For- 
pe the x-ray had not been given anywhere 
near the eye, and he was somewhat surprised 
* when we suggested that the child might have an 
E E atopic cataract. 
1 In regard to steroid treatment, this is alleged 
Ex to be a benign disease, but here is evidence that 
this is not entirely so. This patient has been 
J kept under good control with corticoids, which 
E she has taken on and off in varying doses for 
> about 3 years. If she stays away from medication 
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too long, the condition flares. She was particularly 
bad today because of the excitement of being 
presented before this group. 

Dr. Rothman has pointed out that in atopic 
dermatitis there are 3 conspicuous anomalies: the 
ability to lichenify, the vasoconstriction, and the 
psychosomatic components. One could add several 
other factors—the universal occurrence of extreme 
dryness of the skin, the high incidence of complica- 
tions, such as cataracts, and the high incidence 
of the sweat-retention syndrome. 


Impetigo Herpetiformis. Presented by DR. 
Raymonp D. MANCHESTER (by invitation). 


A 34-year-old Mexican farm laborer was first 
seen in March, 1959, for an eruption which had 
started 2 years previously and which seemed to 
be associated with a “cold.” It becomes worse in 
the winter, but the eruption does not entirely disap- 
pear during warm weather. The lesions begin as 
grouped pustules on an urticarial, inflammatory 
base associated with local pain. When many 
lesions appear he is exceedingly uncomfortable 
and unable to work. The pustules grow or coalesce, 
eventually healing with scars or hyperpigmented 
areas. At first there were relatively few lesions, 
but recently they have become more numerous 
and healing is slower, so that it is impossible for 
him to work, especially in cold weather. 

At present there is a generalized eruption, 
sparing only the face, palms, and soles, with 
numerous scars and hyperpigmented areas and 
multiple shallow pustular ulcers, particularly on 
the legs. The active lesions are in various stages 
of healing, some covered with yellowish or hemor- 
rhagic crusts. New lesions at present on the 
buttocks have urticaria-like bases with superim- 
posed grouped pustules. 

Skin tests with coccidioidin and tuberculin are 
both strongly positive. All of the many other 
laboratory studies, including cultures, have been 
negative. 
mostly hemolytic Staphylococcus aureus. There 
are 5% eosinophils in the differential count. 


In the slide there is a dense, dermal infiltrate 
composed of lymphocytes, polymorphonuclear 
leukocytes, and a few plasma cells. There is in- 
vasion of the epidermis with inflammatory cells and 
the formation of epidermal pustules. This, with 
spongiosis, forms the “spongiform pustule of 
Kogoj.” 


The cultures showed mixed bacteria, 
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patient did not. 





The diagnosis was not made at once. De-matitis 
herpetiformis was considered and Premacetin, 500 
mg. q.i.d. was prescribed, and he ceased con- 
siderably. Each time the drug has »-en stopped 
new lesions appeared. This occurred en several 
occasions and the patient was final» «envinced 
that the drug controlled the disease. In autumn, 
1959, he appeared to be breaking out de-pit^ taking 


. Promacetin, so sulfapyridine was acoed, 1 gm. 
= daily. This also failed to control hiz» sntil he 


was taking 3 gm. of Promacetin an# ? gm. of 
sulfapyridine daily, which kept him re'ztwely free 
from lesions and fairly comfortable. ^he-e have 
been no complications from this dosage to date. 


Discussion 


Dr. NoRMAN ErsrEIN: Until now, I save never 
been certain of seeing a case of impetigo Lerpeti- 
formis. I am not certain that in this irstamce the 
lesions are entirely pustular from the tart. Al- 
though some of this patient's lesions we-« pustular, 
I thought there were tiny vesicles pres-mt which 
probably precede the pustules. I was ander the 
impression that most cases of impetige herpeti- 
formis have mucous membrane lesions, and this 
Since he responded to -re:tment 
for dermatitis herpetiformis, I would classify this 
as a severe case of this disease. I have noted 
that patients with dermatitis herpetiformis may 
improve after they have been on a gertcular 
therapeutic agent for a long period anc then are 
changed. Often when the original control ime drug 
is restarted, it no longer works. 


Dr. Davin R. Taytor: I am grat-£ul for 
having seen such an interesting case. Like Dr. 
Epstein, I, too, am skeptical about the eiagnosis 
of impetigo herpetiformis and agree with tae state- 
ment that Pillsbury made in his text tha he 
has never seen an example of this condition. I 
feel that this is dermatitis herpetiformis whieh is 
secondarily infected. Perhaps that is tae true 
concept of impetigo herpetiformis. 


Histiocytosis. Presented by STANFORD Lrvrsion 
oF DERMATOLOGY. 


A 4l-year-old housewife was first seea at the 


Mayo Clinic in 1949 for a red, warm, recalar 


lesion on the skin of the right pretibial area. She 
was thought to have either lichen plasms or 
necrobiosis. A large boggy ulcer then de-elaped 
in this area with surrounding macular erwthena. 
Several shiny, flat, discolored areas were ncted 
on the back and abdomen. In 1954  seuamal 
adenopathy occurred. A biopsy of the nodes $t the 
Mayo Clinic was interpreted as reticu wn-eell 
sarcoma or Hodgkin’s disease. She was weaced 
with x-ray therapy to the areas of adencoatiy, 
and the adenopathy subsided and has ne» r -e- 
curred. By Sept, 1955, the lesion on th» right 
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leg covered the entire pretibial area and was 25 k 
cnr in length. There were 3 large ulcerations in- ` 
volving one-fourth of the total leg surface. 
In May, 1957, she was admitted to the x 
mento County Hospital. It was stated that E 
leg ulcer had become infected. She also had a 
red area on the right jaw with an enlarging lump: $ 
underneath. At that time there was a violaceo 5, 
raised lichenified, sharply demarcated area over | 
the right neck, a 3X3 cm. ulcer over the rig! 
tibia, and brownish massive edema of the ni 
leg extending to the ankle. E. 
M eticorten, y-globulin, penicillin, and tetracycline e. 
were given without benefit. : 
A deep biopsy from the neck in March, 19 58, 
showed a granulomatous reaction with mo 
cytes, histiocytes, and both foreign-body - 
Langhans type giant cells. There was vascula of 
the medial and adventitial layers of the subcutane ous 
arteries and arterioles. No bacteria were demon- a= 
strated on special stains. = 
Triamcinolone was started in March, 1958, 
there was regression of the lesion of — the 
neck and jaw. She continued corticoids until De ec 
1959, when a Cushingoid syndrome developed w 
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weight gain, hypertension, and ziaiac posta le 
stools. Gastrointestinal radiograms were no nae 
at that time. : 


Steroid dosage was decreased, and immediately 
there was progression of the facial and neck 
sions with enlargement, thickening, and increas 
redness. Swelling and reddening of the right les 
also necurred, and the skin over the lower back 
began to break down. At that point steroids were 
again increased, and the involved area of the neck 
was treated with x-ray. E A 

At present there is an elevated spongy lesio: T 
extending across the entire neck írom the left ^. 
lateral aspect to the right posterior aspect, ex- j 
tending over the chin, onto the face, and into 
the hairline. There is a sharp margin with 
brownish color, whereas the central portion 2 
erythematous. On the right arm is a circular area - 
with wrinkling, atrophy, and depigmentation. On - 
the rigat lower leg is a large bluish-red macular - 
lesion with a central area of healed E 
measurmg 10X8 cm. TE 

All of the other extensive laboratory studies are | X 
negative. E 


Case for Diagnosis: Acne Conglobata with — 
Pyoderma Gangrenosum? Presented by 2, 
STANrORD DIVISION OF DERMATOLOGY. 


Fifteen months ago, a 19-year-old Puerto Rican 3 
youth, while i in. Puerto Rico, developed an asymp- H 
tomatic pustule on the right cheek. Subsequently - 
he has developed additional facial lesions with | 
deep seated, fluctuant, nontender nodules which | E 
ulcerate, then enlarge peripherally, with granu- | 
lomatous exuding undermined margins and crusted — 
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qo for diagnosis: Acne conglobata with pyo- 


de erma gangrenosum ? 


D 
t 


“bases. He improved on Medrol, tetracycline, buccal 
Varidase, hot compresses, and ammoniated mer- 
c ary. ointment, but 3 months ago, he discontinued 
th rapy and relapsed. There was no improvement 
with massive doses of penicillin. All of the ex- 
5 ensive laboratory work has been negative except 
for a total serum protein of 7.9 gm. with a 4.8 
to 32 ratio and slight elevation of the y-globulin 
the electrophoretic pattern. The cultures grew 
2  OOMNMEN -positive Staphyloccus aureus sensitive 
to all antibiotics. Cultured aspirations of the closed 
fluctuant nodules gave no growth. 


Discussion 


i Dr. FREDERICK G. Novy: A most dramatic and 
"bizarre case. I do not think that this is ordinary 
acne conglobata with secondary infection. In such 
| 1 bizarre eruption one must first consider derma- 
E. factitia. 








Pretibial Myxedema. Presented by 
DERMATOLOGY. i 

Serofuloderma. Presented by  SrANFORD DiIvistoN OF | 
DERMATOLOGY. ee 

Elastoma Intrapapillare Perforans Verruciforme. Pre- — 
sented by Dr. Grorce T. WILSON. C 

Tubereuloid Leprosy? Presented by STANFORD DIVISION OF A^ 
DERMATOLOGY. i 

Alopecia. Presented by STANFor®? Division or DERMA- 
TOLOGY. 

Primary Myxedema, Ehlers-Danlos Syndrome. Presented by 


St&nrorp DivisiON OF = 


Toy 
UU 


wr 


STANFORD Division OF DERMATOLOGY. 3 p 
Trichophyton Granuloma (Trichophyton Mentagraphytes). E 


i 


Presented by Dm. 
EPSTEIN. 
Trichostasis Spinulosa. 
Chronie Discoid Lupus Erythematosus. 
PETER L., BEAL. 

Psoriasis and Diseoid Lupus Erythematosus, 
STANFORD DIVISION OF DERMATOLOGY. 
Lepromatous Leprosy with Erythema Nodosum Leprosum. 

Presented by Dr. PAuL FASAL. 
Cutis? Presented by DR. 


Norman Epstein, and Dr. Joun H.  — 





Presented by Dr. PETER L. BEAL. 
Presented by DR. 


Presented by 


Lymphoeytoma Victor C. 
HACKNEY. 

Tuberculoid Leprosy. Presented by Dr. PauL FASAL. 

Discoid Lupus Erythematosus? “Chronic” Systemic Lupus 
Erythematosus? Presented by STANFORD DIVISION OF 
DERMATOLOGY. 

Scleroderma, Systemic? Generalized Morphea? Presented by 
STANFORD Division OF DERMATOLOGY. 

Seleroderma. Presented by STANFORD Division oF DERMA- 
TOLOGY, i 

Migratory Superficial Thrombophlebitis. Thromboangiitis 
Obliterans. Presented by STANFORD DIVISION OF DERMA- 
TOLOGY. 

?Keratin Granulomas of the Face. Presented by Dr. BART 
J. SPENCE, JR. 

Lymphoma? Presented by STANFORD DIVISION OF DERMA- 
TOLOGY. 

Primary Cutaneous Coccidioidomycosis. Presented by Dr. — 
MICHAEL J. FRANZBLAU. L3 

Dystrophie Epidermolysis Bullosa, Presented by StaNFoRD ary 
Division OF DERMATOLOGY. E 

Lipedema. Presented by STANFORD DIVISION OF Dot 
TOLOGY. 

Pseudoxanthoma Elasticum. Presented by STanrorp Divi- 
SION OF DERMATOLOGY. ; T3 ; 

Pyoderma Gangrenosum? Dermatitis Nodularis Necrotica? 
Presented by STANFORD Division or DERMATOLOGY. ~ 

Lupus Erythematosus, Systemic? Presented by Sob 
DivisioN or DERMATOLOGY. 

Scleroderma? Selerema Neonatorum? Presented by Dm. 
WILLARD M. MEININGER. 

Lymphoma? Presented by STANFORD Division or DERMA- 
TOLOGY. 

Pyoderma Gangrenosum? Dermatitis Nodularis Necrotica? 
Chronie Pyelonephritis, Recurrent Arthritis and Corneal 
Uleeration—Etiology ? Presented by STANFORD DIVISION 
or DERMATOLOGY. 
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Keratosis Follicularis (Darier's Disea €). Pre- light We felt that the reaction was more likely gp . 
sented by Dr. James H. BENNET? amd Dr. due to a Koebner phenomenon than a conioplastic — | 
Rees B. Rees. process. E 

A 3l-year-old man developed an erup:wm on his Compr. J. H. Jenkins, MC, USN: We treated A " ^ 

` scalp, neck, and upper trunk, which was lagnosed a case at the Naval Hospital about a year ago E: 
as keratosis follicularis in 1943, Since ther the with liquid nitrogen locally and got good results. — 
eruption has progressed to involve his es. He There was no evidence of any Koebner phenome- E. 

feels sunshine improves the eruption or His back non. Incidentally, some of the lesions outside of t3 E. 
but aggravates it on his legs. He has beer t-eated the a-ea we treated cleared up at the same time. — 


, 


with 3 courses of vitamin A without impsczement. I woader if there might be more than one type am 









. . * - 4 z > ( Nn ^" a 
There was no response to Triquin taHl-ts twice Of keratosis follicularis. a 
daily for several weeks. His mother has æ nilder Dr. James H. BENNETT: An antimalarial prepa- E 
form of the disease. ratior was used to see if it might have an effect. M 


There are multiple, almost confluent, «e-r1cous ©" a possible light-sensitivity factor. The son - Es 
areas on his legs, with papular crusted lesas over felt that sunshine aggravated the skin changes on was e 
his body, neck, and scalp. Skin biopsēs were his legs, and in his mother the eruption was local- 2 
diagnostic. ized primarily on her legs below the skirt level. sam 

We will probably try liquid nitrogen as a form 
Keratosis Follicularis (Darier’s Disease). Pre- of treatment on some of the prominent verrucous E. 
sented by Dr. JAMEs H. BENNETT amd Dr. areas on his legs. The use of grenz ray therapy = 

Rees B. Rees. should also be considered. Pillsbury (Pillsbury, ~- 
. A 50-year-old housewife (mother of the »zevious D. M ; Shelly, W. B. and Kligman, A. M.: re ia 
case) has had an intermittent eruption siae (043. Dermatology, Philadelphia, W. B. Saunders Com. Ne. 
The eruption has persisted on her legs or at pany, 1956, page 893) states: “Grenz ray therapy E 
least 4 years. Her skin condition did not -espond may be employed with beneficial but temporary = 
to vitamin A therapy. Hydrocortisone cram 1% results.” They suggest a single dose of 500 r to A 
helps control her eruption. selectec areas. Eos. 

There is a reddened, slightly papular, —-ted 
eruption primarily on her legs. 


T. 
od ^ 


Alopeca Mucinosa. Presented by Commr. J. H. A 
Jenkins, MC, USN and Lr. Mitton Orkin, — 


asd 

MC, USNR (by invitation). aa 

Discussion A 29-year-old Naval medical officer noticed a E. 

Dr. GrogmGE V. KurcHamg: I saw the rother Ted placue on his right shoulder in October, 1959, | 

about 20 years ago, and there has been some Fro- During the next 6 months other similar plaques ae 
gression since that time. This being c geno- appeared on his neck, back, extremities, and face. M 
dermatosis, I could not understand why œ how The lesions were associated with mild pruritus. ES 

the antimalarials would work. I also talke4 with Some cf the older plaques showed gradual Te- 

* . John Epstein, and he told me that he car z-pro- gression There was no history of drug ingestion. i 
duce the lesion, as I understand it is a Koebaer There was no essential change with various local 72d 
phenomenon. I think it would be interestze to @PpPlications. MB 

, have him elucidate this theoretical considera ien On examination there are well-demarcated flat mee 
Dr. Jonn H. Epstein: We have repreduced ‘O slightly elevated plaques varying in size from N 

the lesions of Darier’s disease with liquid nirogen 3 tO 5 œn. in diameter, scattered irregularly over na 
injury, and tuberculin and trichophytin intrecerma] the shoulders, trunk, extremities, neck, and face. 4 
injections as well as with ultraviolet ligh- The They VAY E color from pale pink to bright red. NT 
papules induced were clinically and histolcgica ly There is mild to moderate scaling of the plaques, e 


diagnostic of the disease and were prodursé an with some follicular papulation or accentuation. 
previously uninvolved sites. It should be noted Partial t> complete alopecia is present in all of Ne 
that a brisk sunburn response was necessac- fẹ- the lesiors. Many of the hairs in the plaques “a Po 
the induction of the papules by the ultraokt be easily and p ainlessly epilated by simple traction. 3 
Labora-ory studies, including serological tests Ad 
for syphilis, urinalysis, complete blood count, 
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.. roentgenogram of the chest, fasting blood sugar, 
and total proteins were within normal limits. 
— Biopsy specimens from 2 of the lesions were re- 
— -. ported as diagnostic of alopecia mucinosa. 


Discussion 


Lr. Mirron Orkin, MC, USNR (by invitation) : 
I'd like to comment on some histopathologic hints 
which we found valuable in verifying the clinical 
impression in this particular case. We took 3 
specimens for biopsy from this unfortunate man; 
I don't think this is necessary if one uses sufh- 
cient forethought. One thing is to take an adequate 
specimen, preferably a surgical elipse. Since the 
pathognomonic pathologic changes reside in pilose- 
baceous units, it is necessary to have sufficient of 
these—all were not involved in our patient—to 
make the diagnosis. It is well, in addition, to 
select a site (if there is a choice) that is normally 
— . hairy. If you wish to demonstrate the mucinous 
- — material on special stains, that much more tissue 
2 is needed. Another point is the preferred use of 
: absolute alcohol as a tissue fixative. On our ini- 
- . tial specimen, using formalin as a fixative, we 
— ^. Observed nothing positive on special stains. Sub- 
. sequent specimens fixed in absolute alcohol proved 
— quite positive for toluidine blue and mucicarmine 
=- — stains, less so for Alcian blue and weakly for PAS. 
San Compr. J. H. Jenxins, MC, USN: At present, 
: TAE this disease, if it can be called a disease, can only 

ae be diagnosed with certainty histopathologically. 
ee However, one can suspect the diagnosis in certain 

. cases. In browsing through the literature and 
| comparing the cases presented with our case, we 
REN tried to devise something in the way of clinical 
diagnosis that might be common to all of the 

“cases. The only thing that we could come up with 
that these patients develop inflammatory 
plaques with alopecia. Anything else in the way 
of clinical signs or symptoms, such as the amount 
of redness or scaling, whether papules were pres- 
- ent or not, the number of lesions, the elevation, 
“and the distribution of the plaques were always 


A 4 
e $0 variable that they were not of too much use 
PAR a 
Race in diagnosis. The course of the disease is also 


-quite variable. Some of the cases will progress 

and then regress within a period of several months, 
.. but most of them are more chronic and tend to 
= Jast for years. After the lesions regress the hairs 
do tend to grow back normally, but this doesn't 
occur in all cases. Some of them end up with 
partial permanent alopecia, or is it permanent 
partial alopecia? 

Pincus advanced the theory of a virus etiology 
when he named the disease and when he presented 
the first 6 cases in this country (Pincus, H.: 
~  A.M.A. Arcu. Dermat. 76:419, 1957). I don’t 
know whether he still holds to this theory or not, 
but most writers don’t believe this now. They 
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think it is a abolie phenomefion which is aie 
difficult to explain. Regarding treatment, Pincus 
claims that one-half of his cases obtained good 
results with local x-ray therapy, but no one else 
has been reported able to duplicate this. Some 
seem to feel that internal steroids are beneficial, 
but it has never been proven that this has actually 
altered the course of the disease. 

I happened to see another case, almost the exact 
duplicate of this case, in San Diego about a year 
and a half ago. When we lost contact with him, 
he had been on small doses of steroids for approxi- 
mately 2 months, and in our opinion all of the 
lesions were regressing satisfactorily. This brings 
up the question of treatment for our case. I be- 
lieve that a trial of internal steroids is indicated, 
but I would like to hear from anyone else who 
has seen any cases or has any ideas about other 
types of treatment for this disease or entity. 


Mixed Porphyria. Presented by Cor. RAYMOND 
M. WiLLIAMS, MC and Carr. Donan G. MOYER, 
MC, USA (by invitation). 

A 23-year-old white woman was well until July, 
1958, when, 3 months after receiving Pentothal 
sodium anesthesia for a dilatation and curettage, 
she developed vesicles over the extensor surface 


of her forearms and the dorsa of her hands and 


feet. 
and back and hyperpigmentation around the vesicles 
and other areas of trauma. She has been exposed 
to the sun a great deal and “never sunburns.” 
She has never experienced unexplained abdominal 
pain. Family history reveals that her parents are 
first cousins. 


On examination there are small vesicular crusted 
areas on her hands and arms, with scattered healed 
hyperpigmented areas. There is also hypertrichosis 
on her face and back. 


The Watson-Schwartz screening test for porpho- 
bilinogen has been repeatedly positive. Twenty- 
four-hour uroporphyrin excretion was 131 mg. 
(normal up to 60 mg.).  Twenty-four-hour 
coproporphyrin excretion was 702 mg. (normal up 
to 200 mg.). Bromsulphalein showed 15% reten- 
tion at 45 minutes. 
at'24 hours and 2+ at 48 hours. Thymol turbidity 
was 2 units. A biopsy slide was presented. 


Discussion 


"Dg. ALBERT SHUMATE: About 5 years ago I saw 


She also developed hypertrichosis of the face 


Cephalin flocculation was 1d- ~ 


this patient, and at that time she had lesions on - 


her hands and forearms. 
3 weeks. 

Dr. Jonn E. Epstern: This is certainly a most 
interesting case of porphyria. The clinical changes 
are quite representative of porphyria cutanea tarda. 
However, with the large amount of porphobilinogen 
excreted, we must consider her a mixed acute 


They cleared in about 







üttent and. outanea CORPS type. Phe may 

well uere signs and symptoms e the acute 
intermittent phase in the future. Toe Histologic 
we ons demonstrated the most striking thickening 

of the superficial dermal blood vesse = «which we 
. felt may be due to a chronic low-grad* phetosensi- 
tivity reaction. 

Dr. Norman ErSrEN: As I real, in our 
=~ Cases we had a great deal of excrefon of the 
TA urinary zinc after chelation. It would se mterest- 
| ing to see if this would occur in this cse. 

Dr. PauL M. Crosstanp: I wonder if the in- 
_travenous sodium Pentothal might zve caused 
some liver damage. The liver functier tests are 
Shot greatly abnormal. However, I th rk there is 
. some liver damage. It may be interf-mrg with 
metabolism of estrogens in view of tie tendency 
ior hypertrichosis. As far as treatment 

 cerned, I would recommend crude liver are] vita- 
Ae v -min Baz injections. 
E a OH Carr. Donar G. Moyer, MC, USA -by invita- 
Apo E on): This case has been very interestmg to us. 

4 Rg tO u 
Y Wirt orphyri ria has been known for over = hundred 

= years. These diseases are classified by C. J Wat- 
as t e rare erythropoetic porphyrz, which 

W | production. of an abnormal porp.vwrm, ex- 
-creted as uro- or coproporphyrin Type T. This 
decr compound is of no value to the body tam is ex- 
S pss nely - photosensitizing. In 1955 the worlc’s lit- 

eratu ure was reviewed, and only 34 cases of 
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OR; USifivartz, S., and Sundberg, R. D: Blood 
1 00416,1955). T 

Ea aa "Hepatic porphyria shows a different chemical 
Es v, te aem namely, increased productio» cf the 
= |». normal compound porphobilinogen and is ctassified 
= jnto the acute intermittent porphyria, porphyria 


| cutanea tarda, and rare mixed types, tae latter 
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s con- 
= porphyria. The skin changes are well shown | t y^ 


ic porphyria could be found (Sehmid, 


| Case for Diagnosis QUiiipdkeia Sadliami ty: Pre 
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shewing HeXbüecs of the first two. E A. ents 
also show increased excretion of the norma p 
and coproporphyrian Type III compounds. — 
Porphyria cutanea tarda is probably genetic | 
determined but shows only skin changes bre UN 
out by severe liver damage, typically in an alee 
hole over 40 years of age and usually a male. 
Acate intermittent porphyria is chemically sii ilar 
anc usually is found in a young female who u nder- 
goes recurrent attacks of abdominal pain and 
var ous neurological complaints. k E 
Mixed cases, such as this patient, are ri 
this country but seem to be common in $ 5 
Africa (Dean, Brit. M.J., Supp. 2, p. 89, s 
Chemically similar to the above groups, | j 
patients show the skin changes of porphyria cut, 
tarda, but are young females, and they frequently —. 
have associated attacks of acute internih en it ^ 


this patient. They include a rather dark kin, C 
hypertrichosis of the back and face, especially. E E 
the upper cheeks, and bullae which heal HE NA. 
scarmng and show hyperpigme nted borde rs. Ic 
bullae usually come from hea and trauma ra 
than directly from - sun € posure. Dr  Crosslan 
is correct in that entoth: in many cs 

has mot only E hyria « ned wt 
but acute intermittent. atc as well. Othe 

pounds which must. bea ded include the fa fan 
of barbiturates, alcohol, peni icillin, sulfonamides, . 
and aeavy metals. - (Our. therapeutic : appr oach a g 
proteeting her from these compounds and ] imiting 
sun exposure. = 


uta 


by Dr. S. WILLIAM Levy any Dr. ALAN M. Ma Mas ; iin 

(by ‘nvitation). EJ 
Case for Diagnosis (Nevus Unies thtyos 

Hystrix?). Presented by Dr. EDWARD I. Kikao E 
Selerocerma: Presented by Re M. S. Fark. — 
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Books 


Year Book of Dermatology (1959-60 Series). Edited by Rudolph L. Baer, M.D., and 
Victor H. Witten, M.D. Price, $9.00. Pp. 479, with 59 illustrations. The Year Book 
Publishers, Inc., 200 E. Illinois St., Chicago 11, 1960. : 


We have come, and with good reason, to look forward to the Year Book and to expect 
from it a high degree of perfection. This year's number is no exception. Drs. Baer and 
Witten continue to use excellent judgment in their choice of articles to abstract and in the 
subjects they select for emphasis. The special article in this number deals with acne—23 pages 
devoted to recent developments only. It is full, authentic, and so current that of the 39 item 
bibliographic references, two are still “in press.” 

For the first time, the term Syphilology has been omitted from the title page, but articles 


on syphilis continue to be abstracted. This edition contains in all 371 abstracts, in many cases — ; g 
sufficiently full so that reference to the original articles is not necessary. The authors con-  . 


tinue to interpret and to evaluate pertinently and critically many of the articles ; the material 
is well organized, there is a full subject index and author index. It is easy to understand 
why the Year Book is to be found in almost every dermatologist’s library. 


The Human Apocrine Sweat Gland in Health and Disease. By Harry J. Hurley, M.D., 
D.Sc. (Med.) and Walter B. Shelley, M.D., Ph.D. Price, not given. Pp. 138, with 
60 illustrations including a frontispiece in color. Charles C Thomas, Publisher, 301- 
327 E. Lawrence Ave., Springfield, Ill, 1960. : 

This monograph essentially consists of a lucid presentation of the authors' intensive and 
brilliant investigative studies on the human apocrine sweat gland which were carried out 
largely during the first half of the past decade. The anatomy of the apocrine sweat gland, 
the physiology and pharmacology of apocrine sweat secretion, and the nature of such sweat 
are extensively considered. Among disorders of the apocrine sweat gland, osmidrosis, Fox- 
Fordyce disease, and hidradenitis suppurativa are very succinctly presented. Chromidrosis, an 
unusual and less well-known disorder, is discussed at greater length. 

A number of tables and many illustrations of good quality add to the clarity of the dis- 
cussions. Regrettable minor flaws are that more than an expected number of typographical 
errors have slipped past the proofreaders, and that trade names are too often used for drugs 
and materials. 

For all whose interests bring them to consider human apocrine sweating, this excellent 
little book will serve as a storehouse of fundamental and last-word information on the sub- 
ject as seen through the eyes of Drs. Hurley and Shelley. 


Biological Organization, Cellular and Subcellular. Proceedings of Symposium Organized 
on Behalf of UNESCO. Edited by Conrad Hal Waddington. Price, $12.50. Pergamon 
Press, Inc., 122 E. 55th St, New York 22, 1959. 

An attempt to study biological organization on any level immediately reveals the subject 
to be extremely complex. If an attempt is made to present what is understood about biological 
organization on many levels, from that of the structure of nucleoproteins to the processes of 
cell division and organ formation, then the complexities become enormously magnified. The 
UNESCO-sponsored symposium, of which this book is a verbatim record, covered this enormous 
subject, or rather range of subjects, through the comparatively brief presentations and ex- 
tended discussions of about three dozen participants from some 15 nations. 

The flavor of the informal discussion has been well preserved; yet nowhere in the book 
are to be found the editing errors, discouragingly frequent in printed symposia, of the un- 
answered question, the answer with no preceding question, or the extended discussion of points 
not previously raised. The result is an easy-to-read text, which at many places gives the 
reader a distinct sense of the spontaneity and excitement which must have been present. The 
obviously careful and detailed preliminary work which went into the preparation of the sym- 
posium is reflected in the organization of the book. 

The chapters of the book begin with a general discussion of the nature of biological organ- 
ization, and proceed then in logical sequence from organization at the gene level through 
organization at the chromosomal, nuclear, cytoplasmic, and cellular levels to the problems of 
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. embryonic induction, organization əf tissues into organs, and the organization of growth = 
_ processes. A final chapter covers >-I! livision. The enormous complexity of the subject and — 
"a . * 4° . . . . . 

oe the necessity for multidiscipline approaches to it are made apparent in the first chapter, in 

" utes which the presenters draw on such arsed sources of data as mathematical analogies to living 

— 2. Systems, monomolecular-film chenrst-y electron microscopy of frog skin, wound healing, 


tissue culture of kidney cells, and -xperimental emb-yology. In later chapters contributions URS 


œn gene structure are made by biedkern:sts, and contributions on biochemistry are made by 
| geneticists. 


Each of the topics is discussed mividually; yet because of their nature frequent cross 


^ Shee ` . . . . * 
.. — references occur. The importance arrl sagnificance of such things as the induction of enzymes 
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in micro-organisms by the additions .@f new substrates are discussed with reference to their 


. immediate implications. In the case of enzyme induction the relationships to carcinogenesis 


and to embryonal cell differentiation are discussed. 
The great task which the editor hes rot undertaken and which is left entirely to the reader 


is, is that of pulling all these fascinatsz bits of information and speculations together into an 
intellectual structure which must sora-how fit within the framework of modern biologv, while 
it lights the new pathways of biolog= understanding. This job perhaps needs another Lyell - 
^... Or Darwin. Nevertheless the extendec implications of such concepts as the external induction - 


= of self-maintaining biochemical cycles ecling systems -or DNA, and the relationships of mu 


particles in killer paramecia to bactem . wall crowd into the mind of even the reader with only 
a modest background in biology. These tuings bear upon such problems as the origin of life, 
the existence of life elsewhere in the wn verse, the source of genetic variations, and the ex- 
istence of genetic stability, as well z= upon such more immediate problems as carcinogenesis 
and neurotropic virus diseases. 

In his preface C. H. Waddington sws that he hopes this volume will give the reader “an 
appreciation of the fascination and ckelierge which arise from the coming together of differ- 
ent viewpoints and fields of experience — ." This hope is most certainly fulfilled. | 


Radioisotope Studies of Fatty Acic Metabolism. Fy James F. Mead, and David R. 
Howton. Volume 1 of Division ":: Medicine. International Series of Monographs on 
Nuclear Energy. Price, $7.50. Pp. HL Pergamon Fress, Inc., 122 E. 55th St, New York 
22, 1960. 


This book, which is one of the series of monographs cn nuclear energy, is written primarily 
for the student of biochemistry, but the acvances in the concepts of fatty acid metabolism as 
revealed by radioisotope studies in the Yast decade will be of interest to all physicians. This 
volume, however, is not for those whe are unfamiliar with the biochemistry of lipids or for 
those unwilling to struggle once more wk the language of biochemistry. 

Chapter 1 on digestion and absorpt=m summarizes tħe radioisotope studies which led to 
the conclusion that the long-chain fatty acids appear ir the lymph largely as triglycerides 
regardless of the form of fatty acid feeding. The digestien of triglycerides to monoglycerides 
by the action of lipase is also discussed here. In Chapter 2—transport, deposition, and 
mobilization of fatty acids—the authors -evsew the evidenze relating to the liver as a modifier 


of fatty acids and the plasma phospholipids in the transport not only of fatty acids but of lipids 


*. 
^» adi 
em, 


a - en metabolic rates primarily with C-labeled acetate and the influence of insulin and growth 


in general. Confirmatory evidence conce-mirg the deposition of dietary fatty acids in various 
tissues is also reviewed. Chapter 3—turmever and metabolic influences—reviews the experiments 


hormone in fatty acid metabolism, In Gwter 4, beginning with the known enzyme hydrolysis 


of fatty acids to two C-fragments and cerdersation to form acetoacetate, the authors consider 


the puzzle of the variable ratios of carba“ to carboxy-labeling in the formation of acetoacetic 
acid and review the role of coenzyme A n fhis problem. Chapter 5—interconversions of fatty 
acids—is devoted to experiments demonstra-ing the synthesis of stearic acid from palmitic 


acid and its partial reverse reconversioa the dehydrogenation of palmitic and stearic acids, 


and formation of polyunsaturated acids æ the successive additions of acetate to the carboxy- 
ends with the introduction of additional couHe bonds. e 


Chapters 6 and 7 on biosynthesis and yacspholipids discuss the investigation which led to 
the present concepts of fatty acid and lec=hir biosynthesis. The bulk of this knowledge could 
not-have been obtained without the use =f —zdioisotope tracer methods. Dermatologists will 
recognize dihydroxyacetone (Man-Tan), swhsch is mentioned as a possible substrate in the 
formation of glycerophosphate during the synthesis of lec thin. Chapter 8, on sterol esters, 
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Sifts the conflicting results on a a subject which has meee N received much erage because | 
- of the link between cholesterol and arteriosclerosis. In the closing chapter—prospectus—the | 
authors. point out the many problems and unanswered questions in fatty acid metabolism as. 
well as the future application of radioisotope studies to the problems of arteriosclerosis and , 
. neoplasms. — A CP A as i5 Sed. x nta 
There is a brief appendix on the preparation “of labeled. fatty acids and cotiulled deg- 
radation of labeled fatty acids. The references at the end of each chapter are selective but 
adequate. While the subject matter of this book will interest few practicing oo ^ is e 
an excellent | poonogcsnh for those embarking on a study of this phase of. biochemistry: T 
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Treatment Through the Aes 


THEODORE ROSENTHAL, M.D., New York 


The development of an antibsatc sub- 
stance with antifungal propertie-—g-iseo- 
. fulvin—which can be administered orally 


bs and which has a systemic action, ma-ks a 


“notable advance in the ability o: derma- 


tologists to combat superficial fung»us dis- 
eases. 

Let us take a panoramic view cf -inea 
tonsurans since it first showed is ugly 
head on the pages of recorded histcry. This 
scourge of children, which has defi-d con- 
quest for 2 milleniums, has finally y elded to 
modern medical science. 


Ancient History of Ringworm 
of the Scalp 


According to Sabouraud,! who stuBed the 
subject exhaustively, considerable comfusion 
existed in ancient times concerning the exact 
nature of diseases of the scalp and 5f the 
bearded region. In the days before tre de- 
velopment of scientific microbiology, t was 
not possible to precisely differentiate rx ny 
diseases of the scalp. It is believec, taat 
Celsus (1st century) described favus m ais 
encyclopedic De Re Medica, the first back 
on general medicine to be printed. *in 
Florence, 1478. 

The term “tinea,” or "teignes," to necte 
ringworm infections, is an ancient one v*hcse 
origin is shrouded in obscurity. Pusey 
states that Cassius Felix first used the wo-d 


, 


"tinea" about 400 A.D. in his summary of 


Submitted for publication June 13, 1960. 


Perspectives in Ringworm of the Scalp 


 writngs of Etienne of Antioch, who tr 






med cine, including skin diseases. me Baz in 
states that the word is found first da ae 
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lated Arabian works, but that it had i | 
been used popularly to indicate the "de 
and persistence of the disease it denotes. 
The zreat physicians of the Italian Renais- 5 
sance, like Mercurialis, designated all dis- _ 
eases of the scalp as teignes (tineas). The 
term was used in the middle ages by Guy E 2 
de Chauliac, among others, who recognized 
5 kirds of tinea (t. favosa, t. ficosa, t. —— 
amedesa, t. uberosa, and t. lupinosa) and ~ 
subsequently, by Ambroise Paré, who re- 
duced the number to 3 species (t. ficosa, d 
t. furfurosa, and t. corrosive). Ad 
Alibert? who at the beginning of the 19th - d 
century represented the old traditions inc 
French medicine, adopted the classifications " 
of teicnes of Guy de Chauliac in his first - 
works. Later, in changing it, he made a 
rather serious error. Up to this time, t. 3 
lupinosa designated our modern favus, and 
the tern "favus" indicated our present day . 
impetigo. Alibert abandoned t. lupinosa dd sr a 
called £t favus; it was due to this error that - 3 
our madlern favus was given its name. 
Favus was not the only contagiotis parasites e 
disease of the scalp. There is a group of . ` 
others lesignated today as tinea tonsurans - 
(teigne- tondantes), ringworm of the scalp. - D. 
The history of these has been far more 7 
involvec than that of favus. The former E 
nearly elways presented a uniform picture, 
whereas ringworm of the scalp differen E 
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greatly in clinical appearance, and also fre- 
quently appeared on other parts of the body. 
English medicine, since the 16th century, 
has recognized, under the name ringworm, 
the lesions which were later called in France, 
herpès circine and teigne tondante. Bate- 


<- man, who recognized that it was contagious 


and epidemic termed it "herpes circinatus." 
J— Samuel Plumbe,* in his Practical Treatise of 
Diseases of the Skin, (London, 1824) also 
recognized that the scalp affection might 
produce lesions on other parts of the skin. 
He also was the first, incidentally, to sug- 
gest epilation for tinea tonsurans. 

The history of fungous diseases of the 
- bearded areas is much older than that for 
other forms of tinea. The ancient Greeks 
3 distinguished superficial skin infections from 
the deeper involvements. Deep follicular in- 


= fections were quite common in the bearded 
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their resemblance to fresh figs. 


- SyCOSIS; 


areas and were well studied in the past. The 
Greeks called these infections sycosis—from 
Sycosis 


e: i menti, or sycosis of the bearded area of the 


` chin, acquired a good deal of celebrity in 
ancient Rome because of a serious epidemic 

which raged during the reign of Claudius. 
- This is described by Pliny the Elder (23-79) 


in his famous History of the World in 37 


volumes. A patrician named Persinus had 
returned from Asia to Rome with an in- 
fection of the bearded area. At that time men 
rubbed their faces together in greeting; a 


- serious epidemic of deep intractable in- 
` fections of the bearded regions followed 


Persinus return to Rome. This text of 
Pliny haunted the Middle Ages; Celsus 
(Chapter 3:of Book VI) also mentioned 
he described 2 varieties, one of 
^ which corresponds to the Roman epidemic. 


19th Century 


In the 19th century, Bazin defined the 
term teigne as an infection of the hair pro- 
duced by a vegetable parasite. 

Willan, in 1798, and Bateman: in 1820, 
the founders of modern English derma- 
tology, classified the old French teignes un- 
der the name of porrigo. They distinguished 
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6 types: (1) p. lupinosa—true tinea or our 
present day favus, (2) p. scutulata—teigne 
tondante or ringworm of the scalp, (3) p. 
larvalis—impetiginous eczema, (4) p. fur- 
furans—pityriasis capitis, (5) p. decalvans 
—la pelade or alopecia areata, and (6) p. 
favosa—impetigo contagiosa. 

Alibert, the great French nosologist, de- 
clared that La Teigne Faveuse is our mod- 
ern favus. While 19th century French 
dermatology accepted the system and classi- 
fication of Willan and Bateman, it could not 
prevail against the error of Alibert, and 
so it is that the vraie teigne of the ancients 
is known all over the world today as favus. 


Early Treatment 


During this time, the treatment of ring- 
worm of the scalp was difficult, painful, and 
largely unsuccessful.*The various ointments 
and applications that were used were of little 
value. Epilation by a variety of mechanical 
means was employed, however, even in 
ancient times. Guy de Chauliac mentions 
"treatment by a depilatory, by a pitch helmet 
and by tweezers," in Lyon, 1641. 

The pitch helmet, capellus piceus, was in 
use in France during the 19th century and 
was commonly called /a calotte. The calotte 
is an adhesive, resinous plaster applied to 
the entire scalp, embracing healthy, as well 
as diseased areas. It was left in place for at 
least 2 or 3 days and then forcibly removed, 
bringing diseased hairs and, of course, many 
healthy hairs with it. 

This cruel and barbarous procedure was 
repeated several times, following which, 
manual epilation with tweezers would be 
practiced. Other methods involved the use 
of irritating ointments and solutions, which 
oceasionally gave rise to severe constitutional 
reactions and, more rarely, to fatal sequelae. 
Treatment consumed months and even years. 

Epilation with forceps was immeasurably 
superior to the use of the calotte and is also 
of great antiquity. Mercurialis described this 
technique in 1577, while Bazin rediscovered 
it in 1853. 
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of their own treatment method. This. 


i 
z4 


CP EUM 


{See EX TS = ee eS DTE DC ITY IA T: > 
UNGH WORM OF SCA P-HISTORY AND TREATMENT ^ m TOR 


- At the KERESI of the 19th century, the 
— Mahon brothers? nonmedical pract tioners 
rans realized the value of epilation in 
_ ringworm of the scalp and had coxsiderable 
| Success in using it. Mahon, Sr. was familiar 
with one form of ringworm of the scalp, 
and his description resembles that >f our 


present day microsporosis. He zlsc men- 
 tioned its frequent transmission 3o the 
. glabrous skin and even to the fingernails. 
Hence, several of the manifestations of the 


disease were accurately described by a non- 


medical observer. 


As a matter of interest, favus of the nails 
was discovered by one of the Mahon 


. brothers, who accidentally infected h-mself 


while epilating a patient with his fnger- 


. mails. He was thus enabled to observe the 
— course and evolution of the disease first- 


5 5 2 hand. va 


The Mahons cirefity guarded the secret 
of 
course, was merely a necessary expeciert be- 


. cause of the financial consideration invclved. 


If they were to make public their methods, 
their only means of livelihood would soon 
disappear. Suffice it to say, however, that 


. the Mahons had, very early in their ex- 


perience, realized the importance and 
usefulness of epilation; they used -heir 
fingernails and became expert in them use. 
Epilation with forceps had thus fallen into 
disuse after Guy de Chauliac, Paré, “struc, 
and Sauvage. The mysterious ointmeats and 
secret powders used by the Mahons were 
undoubtedly employed to put the iqjuisi- 
tive off the track. 


The discovery by the Mahon brothers at- 


tracted little attention in France. Contem- 


porary observers were apparently urzware 
of teignes tondantes and, according te Sa- 
bouraud, the diagnosis of ringworm of the 
scalp in France in the period 1830-1840 was 
made only by the Mahon brothers whe, in- 


.  cidentall, were employed by goverament 
hospitals to practice their secret treatment. 


In England, workers were apparently 
more familiar with ringworm of the scalp 
than cas were in France. The majority of 


a methed of depilating the entire scalp at one 4 



































English authors of that period iade d a d Jefi- 

nite distinction between herpès circiné (rir 2 | 
wcrm of the glabrous skin) and. teign p 
tordante (tinea tonsurans or ringworm 0: 2 
the scalp). Samuel Plumbe said, “The dis- 
eased secretion. of the scalp affection is J 
capable of producing by inoculation, . tied e 
rinzworm of the skin on other parts ; and 
vice versa." It was Plumbe who had th 

horor of reintroducing epilation with forceps S. 
in “he treatment of favus. ae 


ay v 


of scalp infections dates fren, IE Pe à 
similtaneous discoveries in 3 countries . of. 
the mycotic nature of favus—by Remak 
in Berlin, 1837, who saw moist filaments ir n ey 
favus crusts; by Schonlein in Zurich, 1839, Be 
who demonstrated the vegetable nature of © 
the dry pustules of favus; and by Gruby® A 
in Paris, 1841, who reported his orig al | | 
obse-vation of the vegetation which cause es - | 
the “true tinea." C 
An enumeration of the various substances | 
used externally as topical remedies in th le 
treatment of ringworm of the scalp would b. x e: 
as lang as it would be useless, and would 
embrace all of the pharmacy of the 19 a 
century. e A 

The problem of ringworm of the "m 
in E1rope in the latter half of the 19th 
century was so desperate that special schools — 
for children with ringworm of the scalp. 
were organized. Children spent approxi- 
mately 2 years as in-patients in schools and — 
hospitals at public expense. va 
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Freand,* in 1897, was the first to sugge sta 
the us of x-rays in the treatment of ring gc | 
worm of the scalp. The technique used at ^ 
that time consisted in applying inaccurately | " 
estima-ed fractional doses 2 or 3 times 
weekly until a defluvium resulted. The re- 
sults, ct first encouraging, were negated by — ~ 
the larze percentage of cases of permanece 
alopecia due o excessive dosage. 


In 1904, Sabouraud and Noiré devisa 


X-Ray Therapy 


sitting. In the course of a year or 2, they he, 
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i | depilated many ended cases PUR an ex- 
dc ceedingly low percentage of untoward re- 
os ilts. Their work was watched with no little 
E dr interest by dermatologists and roentgen- 
i jlogists of other countries. Ringworm of the 
3 «scalp was disappearing from France as a 
result of the new method of treatment. The 
~ method was given a trial in other countries, 
v - especially i in England. But the results were 
: . not favorable; the percentage of cases of 
[c permanent alopecia was too high. 

3 — Kienbock, in 1907, devised an ingenious 
"om ethod of dividing the scalp into 5 areas. 
No protection was necessary except for the 
face, ears, and neck. Each area was given 
La pastille dose; the oblique radiation from 
one area reinforced similar radiation from 
I other areas, thus providing equalization of 
: quantity over the entire convex scalp. 


Two years later (1909) Adamson pub- 
EC ished an excellent article in which he 
za Er. modified the Kienbock method and explained 
H4 in a very practical manner the details of the 
E F technique With the Sabouraud-Noiré tech- 
“i M . nique, it required 4 hours to apply the treat- 
^ ment to the entire scalp; Adamson’s 
4 technique reduced the time to 114 hours. 


© Depilation of the entire scalp is accom- 
_ plished today by the Kienbock-Adamson 
E . technique with the exception that estimation 
E. - of the dose is by the indirect method. With 
A modern methods, a trained technician rarely 
E requires more than one-half hour for treat- 
T ment of the 5 areas, unless the patient is 
unruly. It is possible to treat the 5 areas in 
- less than half of this time if necessary or 
| T advisable 


A d Ringworm of the scalp is most common 
in thickly populated districts; the result is 
E in large cities there were thousands of 
2 ‘children afflicted with this disease at the 
E. end of the 19th century. Such children were 
E .. not allowed to attend school, and, hence, 
the disease was considered as a cause of 
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x M. X-ray epilation is curative in ilmost 100% 
E of cases of tinea capitis. It is a definitive 
"d EL method of treatment; when properly given, 


jit causes all the infected. hairs to fall out. 
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X-ray i ibd is safe when «carried out by ecg 
a competent therapist; it is highly unsafe 
when performed carelessly or incompetently. iy 

It is interesting to note the results, from 
a public health point of view, that were ob- 
tained in France at the very beginning of - 
this work. At the Paris ringworm school, 
prior to 1903, the average time required for 
a cure was 2 years. About 300 cases were 
hospitalized, and about 110 cases were an- 
nually discharged as cured. After the in- 
stitution of roentgen therapy, the cure — 
required 3 months, and in the first year, ——— 
327 cures were effected. The cost to the city — 
was reduced from approximately $400 to — — 
$56 per capita per annum (1903 costs). 
Because one of the buildings containing 150 - 
beds, which had been used for ringworm, =  - 
was returned to the Health Board, the sav- — 
ing in the budget, valuing a bed at $2,000, 
amounted to about $300,000. The provinical — 
colonies for ringworm at. Romorantin 
Frevent, and Vendome, with accommodation 
for 350 cases, were practically discontinued, — 
as all such cases were treated as outpa- > 
tients at a cost of less than $1.00 per head. 
Somewhat similar results were noted in 
England, especially at the ringworm schools 





of the Metropolitan Asylums Board. 
$ | Es 
Inasmuch as the affection spontaneously g3 
disappears at puberty, it is not always neces- — — 
sary to irradiate patients who have the dis- — . ue 
ease but who are close to the age of puberty. — — : 


i 2 AANS 
Treatments AS 
Thallium Acetate Treatment.—The depila- — — : 
tory action of thallium acetate had been = 
known to physicians for a long time. 
Sabouraud commented on it in 1913. Fol- 
lowing this comment, interest in this po- 
tentially toxic drug languished. 
Rriority for its reintroduction and use by — 
dermatologists in the treatment of tinea = 





capitis rests with the Mexican school of EL 
dermatology. Ricardo Cicero? made a re- ipl 
port to the Mexican Academy of Medicine | d 
in March, 1918, on its use and was followed — tin IA 


by additional reports by H. Salvador | 
Gonzales 19. the following year. JA am 
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E n The chemical, when administered in the 
e ee ier dose of 7 to 8 mg. per kilogram of 
- body weight, will cause epilatix: of scalp 
E a x hair. It has been widely used in -øe coun- 
— tries. Thallium is a toxic agent, xcd adverse 
Mcr de affects are "frequent. The exlction of 
ET . "al infected: hairs is not regulezly accom- 
be - plished, as is the case with x-ray epilation. 
ls Hepatitis and peripheral neuritis have oc- 
curred, in spite of the greatest orecaution 
. to guard against any overdose. The use of 
VE. E: this aeta was not recommended, and it was 


ae ` f 


x. Ww uis 


of s acid preparations came in-e Jogue; 
ome of these are propionic acid compounds, 
E: m oleate, undecylenic acid saits, sali- 

aE - €ylanilide, and diamthazole dihyd-schioride. 
; See Such preparations, „either fungr:dal or 
— fungistatic, were successful in curzig vary- 
i ing percentages of patients averaging pos- 
. sibly about 40% in approximately 3 to 6 
E months of treatment. 


. This treatment required painstaking care 
E the patient's mother, since daily washing 
. of the scalp followed by inunction with the 
— salve for periods ranging from 3 to € months 
s was essential for cure. l 
vu Ee  Griseofulvin.—The entire problea o£ the 
; -treatment of ringworm of the scalp was ob- 
P REN viously generally unsatisfactory = 1959., 
on therapy was a formidable trextraent, 
m ... and in smaller communities was not always 
- available—and certainly not adapted e mass 
_ use with large numbers of patients Local 
remedies, even when successful, quired 
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tas with reel regular applications and scalp 
washing. Dermatologists. everywhere were 
oa A codri; a systemic antifungal agant was 

pox, ‘needed. 


ee L 4 ont ie drug even ‘bt superficial rxccses 
PS would seem to be one which could be sately 
. administered internally in amounts suficient 
to ‘endow the cells eventually destimed to 
produce keratin with the power to resist 
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fungi Saito this power persisti gi : 
they became keratinized, and the drug thi 
exerting its effects from within outwa ird 
Meanwhile, in England, a subsiéódi m 
been isolated in 1939 by Oxford and. col- 
laborators !? as a metabolic product of I Pen- : 
icillium griseofulvum Dierckx, which i is 
ncw recognized as an antibiotic with anti Los 
fungal properties. | 
In August, 1958, Gentles 14 report 
controlled studies with griseofulvin g 
to guinea pigs experimentally infected ll w 
fungi. In December, 1958, Williams, Mai 
and Sarkany !9 reported on the int of 
human patients with the new drug—wha' 
followed is dermatologic history. T d 
It is now already established that griseo- 
fulvin is a most efficient drug for the ore a 
treatment of ringworm of the scalp; it. 
apparently has no major toxicity, and ong 
a few minor side-effects have been — - 
thus far. x 
The May, 1960, issue of the Amenta a 
Medical Association's A.M.A ARCHIVES OF 
DERMATOLOGY is devoted entirely to report- . 
ing an International Symposium on Griseo- — 
fulvin and Dermatomycoses. TES 
‘So ends triumphantly a long and frustrat- 
ing chapter in the history of medicine. _ 4 
Department of Health, 125 Worth St. (13). - yee E 


qe EM 


Y 
T 


ts 


* > E 


REFERENCES E 


1. Sabouraud, R.: Les Teignes, Paris, Masson & & 3 
Cie, P910. + m 
2. Pusey, W. A.: Ee of Dermatology, . 


Springfield, Ill, Charles C Thomas, Public 
1933. 


3. Alibert, J. L.: Précis theorique et pratit e 
sur les maladies de la peau, Paris, Caille Rairen 
1817. 

4. Rosenthal, T.: Samuel Plumbe, Arch. Dermat aK 
& Sypk. 36 :348-354, 1937. E 

5. Resenthal, T.: Early 19th Century Dermatol- - | 
ogy and Brothers Mahon, Arch. Dermat. & Syp bh. 
30:245-250, 1934. | D P. 

6. Rosenthal, T.: David Gruby, Ann. M. 
4:339-346, 19%, 

7. Freund, L.: Wien. med. Wchnschr. 47:8 
1897. m x i 

8. Uruefia, J. G.: Le Traitement des teignes p cm a 
acetate de thallium, Paris, Masson & Cie, es Se 


"3 d; 
S oF ` q i or, ul - 
¢ EAA 
€r . ee e LM x 
; 3 LIPSUM Uc 


Da 
jus 
d 

D 


" CONES 
6, * 
Ps 


koi 9. i. G R.: Sredtamionte de las Tifias por e 
tato de talio, Rev. méd. Puebla, No. 8, 1919. 

N t 10 Salvador Gonzalez H.: El acetato de talio 
en el tratamiento de las tiñas, Thesis, Mexico, 


7— 11. Lewis, G. M.; Cawthon, K. S., and Eok 
EM. E: Symposium: Treatment of Skin Diseases : 
ae Capitis, New York J. Med. 32 :2105-2109, 


dm Wilson, J. W.: Therapy of Fungus Diseases, 


: ved ed by T. H. Sternberg and V. D. Newcomer, 


- Boston, Little, Brown & Company, 1955, P 27. 


x ` 
" 
We * > 


VAS UE NU aes i i 
Par je Nus t £T 
"d." os ee a T D * +g » . 

Ste FRA Pi OSS, 


Sarkany, I.: 


TRN: DE 
, A - 
pie M (xta 
TM r. 
ES t 


CH HIVES OF DERMA 


13. ache a A. RU Raistrick, E, 3d stabat: 2 


P.: XXIX Studies in the Biochemistry of Micro- 
organisms: LX. Griseofulvin Ci4Hi;OsCl, a Meta- 


bolic Product of Penicillium Griseofulvum Dierck, 


Biochem. J. 33:240-248, 1939. 
14. Gentles, J. C.: Experimental oret i in 


Guinea Pigs: Oral Treatment with [sriscotulvis | 


Nature 182:476-477, 1958. 


15. Williams, D. L; Marten R. H, and 


Griseofulvin, Lancet 2:1212-1213, 1958. 


yu 


EL A ^ Pus; $k Az! ted ^ "ud 
x er, T b TR 2 B" Ae 
ve 4 at ie Ri Sate D a S Ah A 


Oral Treatment of Ringworm with. 


ve NM * 
w uw m 
--* 


4 J 
tt 
"e 7 
ow 

S 


- 


A ". 

^ 

oec 
dete ox 


4 : 
Dav 
LP ws 
LE | 
jn 
if 9. 
Me 
1 
S 
Ni 
w 
«e 
3 
T.U 
* 


AVI. ra 
RNC E e. 


io y & EVA 
Os ast, 


3% 





A 





VERE ANT: 


Genital Paget's Disease 


S. W. BECKER, Jr., M.D.; B. BRENNAN, M.D- and PAUL K. WEICHSELBAUM,* M.D., Chicago 


Paget’s disease, mammary and excramam- 
mary, has been the subject of coctrowersy 
for more than 4 score years. The meticulous 
study of Bennett! has demonstra ed that 
Paget's disease of the nipple is abays as- 
sociated with an adenocarcinoma in the un- 
derlying breast No such compreheasive 


investigation has been done on extrariam- 


mary Paget's disease. This conditiom is most 
commonly seen in the genital, pericral, and 
axillary regions. Two entities hase >een 
described. Some patients have a primary 
carcinoma of an undgrlying orga: (anal 
canal, prostate)? with lymphatic excereion 
of the tumor to the epidermis. In ta» other 
type, which this paper will discuss taere 
is no underlying carcinoma. At »resent 
there are 2 hypotheses regarding pathogen- 
esis. Woodruff ê and Woodruff and F —hz rd- 
son* feel that vulvar Paget's diseae& 5 a 
carcinoma of epithelial origin, whereas 
Weiner? and more recently, Dockerty and 
Pratt,® support the thesis that Paget’s cells 
migrate into the skin from an underly ng 
apocrine gland carcinoma. In addition. 
Stout and Allen and Spitz, Miescher,® 
and Steigleder 1° have discussed tke His- 
tologic resemblance and the often d#faiult 
diagnosis between malignant melanoma and 
extramammary Paget’s disease. 

We are presenting the findings in 2*[z- 
tients with Paget's disease of the gəni-al 
area. 


Case 1.—An 8l-year-old white male wes fi-st 
seen at the University of Illinois in 195€. *He 


presented an eruption of the lower abtomen, 


T Dr. Weichselbaum died on Feb. 19, 1960. 

Submitted for publication June 2, 1960. 

The Department of Dermatology, Universi v ef 
Illinois Medical School, Chicago. 

Read before the 80th Annual Meeting o: the 
American Dermatological Association, Inc., 3oca 
Raton, Fla, April 8-12, 1960. 
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genitalia, and perineum of 24 years’ duration. The . : 
eruption had begun in the left groin and had- D. | 
slowly spread. This skin disease had been A 
nosec as eczema but had failed to respond tO 
thera»y. Upon examination (Fig. 1) the skin of | D 
the perineum and genitalia was beefy-red and i P 
moist There was minimal crusting. The skin of SN i 
the lower abdomen was dull red. with some scaling. NS. 
In a few areas the eruption had a thread-like. 3 
rolled border. No infiltration was felt in the skin 7 
and no lymph nodes were palpable. Routine labora- PL 
tory tests were essentially normal. E b 

Pateologic Findings and Subsequent Course.— - " 
Biopsy Specimen from Abdomen (Fig. 2): There 9 
was sight hyperkeratosis, The rest of the epi- a 
dermis was normal except for clusters of large ~ E 
pale-staining cells in the deeper epidermis. A few D 
inflammatory cells were present in the upper cutis.: I e 
Althouzh some pathologists diagnosed this speci- E 
men as an amelanotic melanoma or squamous-cell ~ x 
carcinoma, the consensus was extramammary - Hm 
Paget’s disease. | 


In 1957 a firm granulomatous area developed 
on the scrotum. A biopsy specimen was removed. _ E 


TEE i 


Fig. Í ( Case 1).—Oozing, erythematous lesion of. 
24 years' duration. 
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Fig. 2.—Biopsy speci- 
men from abdomen (Case 
1) showing nests of 
clear cells in lower epi- 
dermis. 


The stratum corneum was thickened and covered 
by a crust. The epidermis showed intercellular 
edema, and in some areas, was almost completely 


` replaced by Paget’s cells (Fig. 3). These cells 


followed the basement membrane around the cu- 
taneous appendages. In the dermis large dendritic 
cells containing a few melanin granules were seen. 


1 r . " à d yn 
The dermis contained a dense inflammatory infil- 


trate. A diagnosis of malignant melanoma was 
made, The penis, scrotum, perineum, and inguinal 
nodes were removed surgically. Eight pieces of 
tissue were removed from the surgical specimen 
for microscopic examination, The lymph nodes 
contained anaplastic cells. No primary melanoma 
was found in this specimen. No mixing of the 
melanoma cells and Paget’s cells was observed. In 
one area of the surgical specimen, glands con- 
taining anaplastic cells were seen deep in the 
dermis (Fig. 4). These appeared to be apocrine 
glands, but absolute identification was impossible. 
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The cells of these glands and, in some cases, the 
adjacent ducts, had become typical, large, pale- 
staining Paget's cells. This patient died of meta- 
static melanoma in. 1958. No postmortem was 
obtained. E 

Special Studies.— Tyrosine Stain: Since some 
pathologists, on seeing the original slides, had 
raised the question of malignant melanoma, a 
specimen was removed from the abdomen and 
incubated in tyrosine solution." The large, clear 
tumor cells in the epidermis had no tyrosinase 
activity. 

Tissue Culture: Dr. Ruth S. Geiger was kind 
enough to culture a specimen of involved abdomi- 
nal skin from this patient, The epithelial cells 
grew in less than 24 hours and spread rapidly. 
This specimen was considered by Dr. Geiger to be 
malignant epithelium. 

Mucin Stains: Dockerty and Pratt ^ have demon- 
strated that the tumor cells of extramammary 


Fig. 3.—Skin of perine- 
um (Case 1) showing 
epidermis almost com- 
pletely replaced by 
Paget’s cells. 
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Fig. 4—Deep cutis 9 
from perineum (Case 1) 3 
showing anaplasia in 9 
apocrine glands and duct. 99 





Paget's disease contain mucin. Specimess c£ the 
lesion were stained with mucicarmine, >AS and 
Rinehart-Abul-Haj * stains; Mucin couc be de- 
tected in the tumor cells with all 3 stains, bu’ was 
seen most prominently in the Rinehart—^ bu-Haj 
preparations. This stain is specific for aerl rauco- 
polysaccharide. 

Malignant Melanoma: The malignant m-laaoma 


borde- on the right labium. After various therapies 
had -ailel to improve the condition, a simple 
vulvectomy was performed at the University of 
Chicago Billings Hospital in 1948. The pathologic ' 
diagncsis at that time was atrophic vulvitis and 
leukoplakia. The eruption recurred, and a radical 
vulveccomy was performed in 1953, The pathologic 
diagnosis made on this specimen was extramam- 


which terminated this patient's life contained almost mary Paget's disease. An erythematous area soon | 
no fully formed melanin. The hematoxwlin and recurred at the site of surgery. When the patient D 
eosin and Bizzozero silver nitrate stains -evealed was fmst seen at the University of Illinois in Be 
only a few melanin granules. A modifiec Masson 1958, tae entire perineum and groin were beefy-red a 
ammoniacal silver nitrate stain" showed that the and meist. The red area had a sharp border and E 
tumor cells were filed with permelam-. The was scít and not infiltrated. This eruption ex- © 
Paget's cells stained negatively with both the Bizzo- tended 1 cm. into the vagina, but the cervix Lo. 
zero and ammoniacal silver stains. and adrexa were normal. No lymph nodes were pal- —— 93 

Case 2.—A 59-year-old white female fst de- pable. A 3-cm. tumor was present in the left E 


veloped pruritus vulvae in 1935. At this tome she 


labial area. The tumor was removed, and a biopsy 
also noted a white area with an erythema ous 


specimen was taken from the erythematous area. 


Fig. 5 (Case 2).— 
Specimen from vulvar 
area. Many small groups 
of pale-staining cells are 
present in all layers of 
the epidermis. 
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Fig. 6—Tumor from 
left labial area (Case 2). 
Tumor cells involve the 
epidermis in only one 
area, 


Routine laboratory tests were essentially normal. 

Pathologic Findings and Clinical Course.— 
Biopsy Specimen from Vulvar Area (Fig. 5): 
Many physicians were struck by the similarity of 
this lesion to an amelanotic melanoma. The 
stratum corneum was thickened. The epidermis 
was acanthotic. There were small groups of clear 
cells migrating upward through the epidermis. An 
inflammatory infiltrate was present in the upper 
cutis. The 3-cm. tumor consisted of large pale- 
staining cells collected in circumscribed groups 
(Fig. 6). Poorly formed glandular structures were 
seen in some areas. Although the epidermis ad- 
jacent to the tumor contained many Paget’s cells, 
the epidermis overlying the tumor was almost 
free of tumor cells. The sweat glands lying be- 
neath the tumor were normal. 
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The histologic sections from the surgical speci- 
mens removed in 1948 and 1953 were obtained 
from the University of Chicago. The epidermal 
changes in the section ¢rom the 1953 vulvectomy 
were identical with the specimen removed in 1958. 
The punch biopsy specimen contained no apocrine 
glands, but these were present in the surgical 
specimen. A few apocrine glands contained ana- 
plastic cells. 


Therapy has been symptomatic. The lesion has 
not changed; there has been no further tumor 
formation, and there is no evidence of metastasis. 

Special Studies —Tyrosine Stain: A biopsy speci- 
men was removed from the groin and incubated 
in tyrosine. The large clear cells in the epidermis 
had no tyrosinase activity. 


Fig. 7.—Clear cells in 
the  epidermis—possible 
Paget's disease of the 
vulva. (See discussion by 


Dr. R. B. Rees.) 
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/ Tissue E ubures Dr. Robert W. Punpe- kindly 
-attempted to culture a specimen of sxm from 
the groin. Unfortunately, bacteria certaminated 
the culture, and the tissue did not grow. 


 Mucin Stains: The Paget's cells staax in the 





eu same manner as the cells of the prev cvs patient. 
jt Mucicarmine, PAS; and Rinehart-Atm!-Haj all 
1 revealed mucin in the tumor cells. The Rmehart- 
Eo Abul-Haj was again the most positive -tzin. 
 Melanin Stains: The Paget's cells st- med nega- 
- — tively with Bizzozero’s and modified "Masson's 
.. ammoniacal silver stains. 
| B Comment 
E: Both our patients had an eruptcr nm the 
. genital area for many years. Cese 1 ap- 
== parently had extramammary Pag»/s dis- 
; ease for 24 years. The disease dowly 
. . extended but never became invasi-e. Case 
2 — 2 had atrophic vulvitis and finally d2ydoped 


— . tumor formed, but tlfere has beer no in- 
. vasion or metastasis. The one successful 
1d tissue culture indicates that the Paget’s cell 
is a malignant. cell and not ar al-ered 
epithelial cell. Both patients had arap astic 
| glands (presumably apocrine gland ) deep 
in the cutis. There were only a few invelved 
glands, and these were found only m the 
surgical specimens. None were sees ir the 
many punch biopsy specimens fram these 


iS i . Paget's disease in the same area. A cczlized 
E 
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Re er patients. We cannot prove that the Pazet’s 

RI = cells originated from these glands, rer can 

~ Wwe say in which portion of the sand 

. anaplasia began. 

E. | These patients illustrate the prober of 
: differentiating extramammary Pagefs dis- 


ease from an amelanotic melanoma. Foutine 
—. histological preparations from both ments 
. closely resembled melanomas. The mchaema 
developed by Case 1 presented a frtíher 
.  . problem. The cells of this tumor cormtained 

E very little fully formed melanin. T'z- pri- 
— mary melanoma was not visible cliniczEv end 
= iş presumed to have been amelanote. We 
— .. cannot say whether an amelanotic me znoma 
arising in Paget's disease is unique. C-feria 
— for the diagnosis of melanomas vary. Pa- 
. tients with extramammary Paget's d sezse | 
have died from metastatic tumors, həch 
+. might have been melanomas. 
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There appear to bé 3 saing technique 
which will differentiate these 2 lesions. 
fresh tissue is available, the tyrosine stn 
will be positive in the melanoma and negative 
in Paget’s cells. With fixed tissue, mucin | 
stains and the reduced silver stain can. béz | 
use]. Extramammary Paget's cells contain ^ 
mucin but not premelanin. Melanoma cells . 4 
contain premelanin or melanin but not - 
mucin. Although a melanoma may not elab- . ¢ 
orate fully formed melanin, it is highly 
unlikely that premelanin would not be pre 
ent—an albino is naturally an Steepaem ae 


Summary pad Gaachisins i 


Irvestigations in 2 patients with geni nitafe r 
Paget’ s disease indicate that the Paget’s ce no 
is a malignant cell. Anaplastic glands we: a | 
present in both patients, leaving the apocrine. Bo 
gland a possible source of the lesion. His. 
tochemical stains appeared to demonstrate. 
phys ologic differences between the mdi d 
nome cell and the Paget’ S cell. 


8631 S. Jeffery, Chicago (17). 
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ABSTRACT OF DISCUSSION 


Dr. WALTER R. NICKEL : 
— happy to be asked to discuss Dr. Becker's inter- 
esting presentation. Anything which in any way 


- malignant melanoma or amelanotic malignant mela- 


noma from other carcinomas incites me to rise to 
the cause. | 

Dr. Becker has eaid the value of Sect 
staining for mucopolysaccharides (mucin) in dif- 
ferentiating extramammary Paget's disease from 


malignant melanoma. 


In addition, the information to be gained by 


"Method for Histologic Demonstration of Acid 
A.M.A.. Arch. 


I was particularly 


E provides an opportunity for us to differentiate 


E 


l EC — special staining techniques for melanin or its pre- 
4 E^ cursor is a valuable contribution to more precise 
V. confirmation in establishing or proving the diag- 


Texas 
nec. 


“nosis. — $ 


E. of the origin of Pagets disease of the nipple 


a a. from an underlying primary carcinoma of the | 


bs 


x 
HM 
A 
PG 
* 


— lactiferous ducts, based on careful and conclusive 


; e Pathological studies. It is a natural and reasonable 


_ Sequence that the weight of evidence should more 


T and more favor the origin of extramammary 
EN ‘ 


Paget's disease from a primary carcinoma of an 


va ip | underlying glandular structure, the apocrine gland, 


—which has a phylogenetic relationship to the breast. 


This is given clinical backing when one considers 


E 
P. P. mammary Paget’s disease from Bowen's disease - 


E. 


E malpighii. 
por 862 


ay 


that those cases which all investigators accept as 
bona fide instances of extramammary Paget’s dis- 
ease have all occurred at the terminal ends of the 
eee sonic milk line, in the axilla and genital 
region, both of which are rich in apocrine glands. 

For many years the only differentiation of extra- 


- has been the study of the morpholegy of the cells. 
The decision was based on whether the prickles 
were retained as in Bowen’s disease, or whether 
n were absent as found in the large hydropic- 
appearing Paget cells, scattered in the rete 


There has been a swelling tide of acceptance | 


from the rete cells. 


Dr. James Graham Jes fur. NM 


after an extensive study using special staining 


techniques, has assured me that mucopolysaccha- 


. rides ( mucin) are not found in the typical “fried 


egg” or “target” cells, which are derived from 
epithelial cells, and which are SO characteristic of 


 Bowen's disease. ’ 


— Certainly some more exact method of identifica- ! 


thie is desirable, and certain criteria have been 


suggested * to more precisely delimit | extramam- 
mary Paget’s as a distinct entity. If it were 
possible to identify the parentage of the “Paget 
Cell” by stamping or tagging it for later identifi- 
cation, it would be helpful. Therefore, if the Paget 
cell elaborated some biological substance which 


could be identified histochemically, tracing and 


identification of these cells would be possible. 
This has been accomplished, and Dr. Becker has 
shown by the histochemical- method. of staining 
for mucin that these cells originate from glandular 


rather than epidermal structures. 


Likewise, it would be helpful if we found that 
this biological material altered the shape of the 


cells to make them histglogically distinctive. Mor- 
phologically, the hydropic-appearing Paget cell, 
“signet ring" appearing, mucous secreting - e | 
is characteristic of glandular rather . e 


with a 
capability, 
than epidermal origin. 

Tf it could be shown by excision of the entire 


Jesion and serial sectioning of the specimen that 


an underlying adenocarcinoma always exists, fur- 
ther confirmation is provided. Both of Dr. Becker's 
cases had SERERE changes. in glandular struc- 
tures} a, gia Pat A 

And lastly, if ‘elt developed adehecinenoda of 
sweat glands could be demonstrated with minimal 
or subclinical epidermal. changes, but microscopical- 
ly proven, Paget's: disease could be demonstrated 
in the skin; then the circle would be closed. 

=- Of particular Meteor to me is the concept that 
the Paget cell is “a cancer cell growing within 


a healthy, or ps least non- -neoplastic epithelium,” 


and represents “an overflowing of cancer cells.” 
Under these circumstances the epidermis is spoken 
of as becoming "Pagetized" by “exquisitely selec- 


. tive*epithelia" metastases. The assumption is that 
the Paget cell, which is possibly amoeboid, arrives 
in the epidermis by extension or by way of the 


lymphatics, merely pushing the rete cells aside, and 
lives and dies with the rete cells and continues 


^to be shed with the epithelium for many years. 


These large Paget cells are distinct and discrete 
They do not contain any 
prickles and tend to compress the rete cells. 

The microscopic observation of what appear to 
be long protaplasmic processes on some of the 


Paget cells wedged between the epidermal cells. 
has given rise to the postulation of an amoeboid 


movement to these cells within the epidermis. This — 


could explain the peripheral extension of ,these URS 
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DE. .. lesions and also the propensity to recur after re- 















~ The concept of amoeboid movement of Paget 
Dec "cells in not too fantastic when one considers the 
E epidermal invasion by polymophonuclear neutrophil 
- leukocytes (PMNS) and lymphocytes (exocyto- 
sis) in eczemas, and even to the point of micro- 
~ abscess formation in psoriasis and mycosis 


Y 


.fungoides, or to the extent of subcormeal abscess 


R v pur T5 i 


formation in impetigo. 


— Dr. Becker's paper points out the need for more 
oh complete surgical material and more complete 
= staining and careful sectioning of the specimen 
. once obtained. Small biopsies are inadequate, and 
with a notoriously recurrent lesion, surgical ex- 
= cision in the proven case would at least provide 
-~ the entire lesion and represent adequate treatment 
= .. at the same time. . 

= — Asa final comment, I would like to asx Dr. 
— .. Becker which of the other glandular structures in 
dedo ferent locations of the body are phylegentically 
Ee eI ated to apocrine glands, eo that we might antici- 
. pate Paget's disease in more bizarre locations. 
dou DR. -HERMANN Pinkus, Detroit: I was happy 
Mo hear Dr. Becker's paper because I had hoped 
| ^ fora long time that somebody familiar with the 
pu - problems of extramammary Paget's disease would 
.. investigate some cases with the newer histo- 
= chemical methods. It is particularly fortunate that 
— Dr, Becker had 2 cases of similar clinical and 
- . histologic appearance and could establish their 
. essential dissimilarity by his staining procedares, 
showing that one actually was a malignant mela- 
T3 - noma, and the other one a carcinoma related to 
. apocrine glands. 

In this connection I would like to mention a 
case of axillary Paget’s disease in a man in which 
Dr. L. P. Cawley of Wayne County General 
Hospital had sections cut of the entire excised 
specimen. In one of the blocks he found a small 
invasive adenocarcinoma of one apocrine gland, 
corresponding to the mammary carcinoma of 
.  Paget's disease of the nipple (Am. J. Clin. Path. 
A 27:559-566 [May] 1957). 

— Another highly instructive case was set at 
the same hospital some 20 years ago (Pinkus and 
. Gould, Arch. Dermat. & Syph. 39:479-502 [March] 
- . 1939). There, a typical adenocarcinoma of the 
rectum served as the source of mucin bearme 
Paget cells which spread in the anal epidermis 
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— . Finally, I would like to point out that it is net 
| necessary to postulate a deep-seated carcinoma in 
ever case of extramammary Paget's disease. The 
il me are lined by their own epithelium 
UMS i . 
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when they traverse the epidermis. A cz 


cpithelium. MA 

Dr. A. ROoSTENBERG, JR, Chicago: I rise -5y 
marily to discuss a point somewhat peripheral to . 
tke main body of the paper, but, nevertheless, o ned 
which is of importance to us as clinicians, namely, | 
the justification of the word "malignant" for the. 
clmical condition when that label is derived from ` 
th? interpretation of a pathological section, Er. 


NA 
3! 
Pr x 


- believe one should use the word “malign 
frem the point of view of clinical outcome. While 
one can make correlations between what the mi- 
crcscope reveals and what can be expected for | 
the patient, there are frequent incompatibilities. T^ 
saw both of these patients, and, as I recall it, some - 
of he lesions in the man were of 20 or 24 years” 
duration. Of course we do not know their histologic — 
histery throughout that time, but they had re- . 
maired unchanged until shortly before his death. E 
The woman, as you heard, is still doing very well. A 

New possibly, from the pathologist's point of 
view. these lesions merited the label “malignant,” 
but “rom the clinician's point of view, this ob- — 
vious y was not a justifiable term. I do not think —— 
this is quibbling or pedantry because, from a legal | i 
point of view, such designations can be important. . 
Apart and above this, just from the point of view 
of medical accuracy, I think it is silly to calla 
condibon malignant when one may survive ino 


Ay 


reasonable health for 25 years after being so — 
labeled A 


Dr. Warrer F. Lever, Boston: The histologic 
differer tiation of Paget’s disease from malignant 
melanoma is of considerable importance. As yo 
know, -here has been quite a bit of controv 
on this point, even to the point that some authors, - 
like Allen, have stated that there is no extrz mam- - 


Lim 
sot’ 


mary Paget's disease (A.M.A. AncH. DERMAT. & 


1 d ~ 
A 
E AO 


4 


SvPH. 69:130, 1954). Nt 
It has now been proved through histoch 
stains that extramammary Paget's disease exists. 


In the differentiation between Paget's disease anc K 
malignan: melanoma, the PAS stain is perhaps | 
the most helpful stain, since it stains Paget cells 
but does mot stain malignant melanoma cells. Since is. E 
acid muccpolysaccharides often are not present in ^ 
Paget celis, the Alcian blue , 

in the differentiation of P 
malignant melanoma. 

The presence or absence of m 
tumor cells apparently is not a rel 
differentiation. ¿Culberson and 
ARCH. Sun. 72 :224, 1956), in 
cases of Faget’s disease, found 
Paget cells in 40% of their cases, DU T 

I would ike to point out one feature that. ds : 
often very Felpful in the histologic differentiati, | 


stain is less reliable — | 
aget's disease from | 
elanin in the a 
lable point of — 
Horn (AMA. | 
investigating 25 .- 


melanin within —— 
. ree TAN 
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P. between Paget's disease and malignant dabis 

TE Paget cells are often separated from the dermis 
B. by a row of flattened basal cells, while melanoma 

5 cells usually border directly on the dermis. 


i pe Da. HERMAN BEERMAN, Philadelphia: To some 

E. «tent, _Dr. Lever has anticipated or said what I 

ES a anted to say, but I would like to amplify just 

Or ne remark he made about the work of Horn and 

x lis associate. 

This was the result of an incident that occurred 

Eo AR a patient of 70, who had a lesion on the areola 

D fa of her nipple, which I examined and thought was 
E - Paget's disease. The patient's slide was taken to 
“Dr. Horn who said it must be malignant melanoma 
ecause there were pigmented cells. Then he put 
his associate to work on the material in his labora- 
ry, and he found, as Dr. Lever said, that a high 
cnim of the Paget's lesions had Dignent in 
| 2 the Paget's cells. 

E i21 would like to ask Dr. Becker whether he has 

E. lone the tyrosinase reaction in uo AT disease of 

En he. arcola. 

M. E Dr. Rees B. Rees, San Francisco: Figure 7 is 

4 e: à photomicrograph from a puzzling case. 

D je "The patient is a 70-year-old woman who had 
a © pruritus vulvae for 5 years, with very little to see 
M . clinically. 

E B One day she asked for consultation, so I sent 

her to a young gynecologist in the building. He 

^ m thought he saw a small area of ulceration and took 
iri a biopsy specimen. He found an area in which 
| -there was simply a nest of clear cells that looked 
Tike “signet ring" cells. The patient was then 
seen at the gynecology conference at the University 
di California. Our professor there, Dr. Traut, 

3 Ta “The diagnosis is dubious, but because of her 
" X pruritus and the presence of this thing, we had 

. better do a simple vulvectomy." This they did, and 

; they found these changes all through the area 

E of the vulva, although the clinical appearance was 

E - fairly normal PAS was negative for mucin, 

me, On looking at these sections, one is more in- 

» clined to think of malignant melanoma than extra- 
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mammary Paget’s disease. aeh the case is = ca 
oe 


still left open. It was signed out as Paget’s disease. - At 
We did not do Rinehart-Abul-Haj stains, which is Er 
unfortunate because Dr. Rinehart was our pro- 
fessor of pathology, and Dr. Abul-Haj was one - h 
of our medical students. See 
And so, the one lesson that I learned from this — A 
is that in chronic intractable pruritus ani, do a — m 
biopsy even though there is little to see clinically. 
Dr. Francis A. Erus, Baltimore: I enjoyed Dr. — 
Becker's presentation very much, especially on the P 
differential stains. I wish to point out that Sachs - Y 
agrees with Allen that there is no extramammary M 
Paget's. Of course, there is another way of looking E 
at this problem. Even though the morphology may 
look like Paget’s disease, and one may call it X 
“Pagetoid,” that does not mean that it is the same * 


as Paget's disease. It may just mimic it. Extra- t) A 
mammary Paget’s disease certainly is different 28 
clinically, in that it is much more benign and may ~ 3 


last for years without forming tumors,  metasta- Z 
sizing, etc. cb | 

Dr. S. Wittram Becker, Jr, Closing: The ——— 
apocrine glands and related structures are not the 
only points of origin of Paget's disease. Carci- | X 
noma cells from underlying organs can migrate | T 
through the lymphatics, invade the skin, and pro- | 


be 


vs 






V* 4 
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à à 


duce the histologic picture of Paget's disease. A - E 
metabolic balance between the tumor cell and the. E E 
epidermis is probably most important in this type ae 
of invasion. : ¥ 


Melanin pigment can be seen in lesions of 
Paget’s disease. It has been my impression that 
the melanin is within the normal melanocyte and | 
not the tumor cells. Melanin was seen in tumor. 
cells only in the malignant melanoma. The dif- — 
ferential stains are helpful in diagnosis, but they 
apply only to the staining reactions of the tumor . A 
cells. ! 3 

In answer to Dr. Beerman, we attempted - do | 
obtain fresh tissue from the melanoma of the first... 
patient. The surgery department succeeded in fix- SR 
ing the tissue before we got there. We have not. 
had any better luck with lesions of Paget's disease a d 
of the breast. 
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E. a ‘J, B. HOWELL, M.D., Dallas, Texas 

k Dermatologists for over half 2 century 
|. have believed that ultraviolet rays in sun- 
E: light are the chief carcinogenetic factor in 
cutaneous cancer and in aging of the skin. 
ud = Clinical findings alone are inadequate to 
p support this belief. However, supporting 
; evidence from fields such as astronomy, 
E: meteorology, ethnology, etc., pius the con- 
sc verging evidence from experimental labora- 
ers tory work, now offer support for the 


observations of the earlier dermatologists. 


Early Empirical Reports Now Supported 


As early as 1894,*P. G. Unna? ascribed 
| to prolonged exposure to sunlight a der- 
SN matosis of the exposed skin of sailors which 
SS he called ‘“Seemanshaut” or “sailor’s skin." 
A few years later, Hyde in 1906, and 

Dubreuilh,* in 1907, published the frst ex- 
tensive evidence in support of the theory 

that sunlight might be the cause of skin 

cancer. 
Se Dubreuilh * observed that women work- 
ers in Bordeaux vineyards developed can- 
cers on unprotected parts of ‘their faces, 
while men workers often were subject to 
cancers on the back of the neck. Similar 
i observations in more recent years, such as 
ES those of Magnusson? in Sweden, Lacas- 
EX sage" in France, Blum in the United 
~~ States, and many others, reveal a nfass of 
statistical evidence that, added to the known 
biological effects of the ultraviolet rays of 
E sunlight, present a strong case im support 
Em of the belief that prolonged exposure to 
E sunlight can stimulate the production of 
: cancer of the skin in the susceptible subject. 
k Submitted for publication July 27, 1960. 
ee Presented at the Fifth Symposium of the Com- 
E. mittee on Cosmetics at the Clinical Meeting of 


E. the American Medical Association, Dallas, Texas, 
E. , ^; Dec. 2; . 1950. 
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— The Sunlight Factor in Aging and Skin Cancer 







































The Susceptible Subject i EU 
Mackie and McGovern ? divide complex+ 
ion and predisposition to solar carcinom 
and sunburn into 3 types, depending c on 
the degree of pigment in the skin, althou; igh | 
all variations in grade occur between the s 5 i 
types. The susceptible subject, designated d- 
Type 1, is the fair-complexioned | peri 
“he Caucasian (usual of Anglo-Sz n 
descent)? who has little or no inherent 
pigment in his skin and little capacity t 
iorm more after exposure to ultraviolet 
light, although he may freckle. Fair-cor m- 
plexioned, blue-eyed descendents of blu e. 
eyed parents are, in general, the. e iba 
susceptible as a group. 
The immune types are, first, the m e 
sxinned person (Type 2) with a certain 4 
amount of natural pigment in his basa 
layer. He readily develops more pigmelid 
a-ter exposure to ultraviolet light; second, 
tke dark-skinned person, the Negro, ABE ua 
tralian aborigine, etc. (Type 3) with a 
great deal of natural pigment in all ayers. : 
of his epidermis. It is the person in - he , 
range from Type 1 to Type 2 who is pre 
disposed to solar carcinoma, because the 
remaining dark-skinned races do not. m 
veop the solar form of cutaneous cancer, 
suaburn, or basophilic degeneration of col- t 
lagen from prolonged solar exposure. 
Hzll?? suggests that the more brown-eyed - 
inbPeritance a person possesses, the better 
pretected he is from the carcinogenic rays” 
of the sun. ag 
It seems definite, then, that eye color and ~ 
the degree of pigment in the skin are reli- ^ 
able guides of susceptibility to solar carci- | P 
noma. The greater the pigmentation, the | j 
less the tendency to degenerative changes 
from profonged repeated solar expost 
The reasons for immunity of dark- skinne i 
people to solar type of skin cancer are A 


unsettled. "d EC 
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; f i Biological Eff ects 8 Uttraviolet ioe 


i cc omplex. Among the responses of normal 
sl ki n to exposure to ultraviolet rays are ery- 
hema, pigmentation (tanning), and thick- 
A k ning of the corneum. According to Blum,} 
i t seems that damage to tissue is a principal 
Ec actor, some cells being killed even at low 
AC losage. Other responses, such as hyper- 
4 P asia, thickening of the corneum, produc- 
| tion. of melanin in man, and scarring of the 
| deris in mice, would seem to stem from 
such injury. The exact nature of the injury 
an d the mechanism that brings it about re- 
nain to be established.! 

N Mackie and McGovern 3 


a" 
um A 


believe that 


E Baviola light upon the vessels of the 
i - oim vascular plexus. This opinion 
is contrary to the explanation offered by 
x as Blum, Laurens,!! Kovacs,!*4 and others, 
Tioga reaction in the prickle-cell layer, 
with subsequent permeation of vasodilator 
l * protein-breakdown products in the blood 
essels of the dermis. 
E. - Mackie and McGovern ? believe that this 
E relationship between pigmentation and sus- 
A eptibility invalidates the vasodilator theory 
_of other observers. Finding that sunlight 
. cornifies light skin to a greater degree than 
dark skin, they conclude that protective 
Eso of the stratum corneum is greater in 
Eor 1 than in Type 2. Thus, while the 
mount of ultraviolet penetrating the strat- 
corneum is less in Type 1, the ultimate 
d ose reaching the dermis is greater, and the 
Ep physiological response of erythema is due to 
the absorption of ultraviolet by the cutis. 
R The same observers? conclude that the 
EL 'eason for the greater physiological re- 
sponse to ultraviolet rays in Type lis a 
. photobiological reaction in the region of the 
subpapillary vascular plexus, producing, 
pe rst, erythema, and second, a humoral influ- 
ice. This influence stimulates the cellular 
ha iges within the epidermis, which cause 
ickening of the stratum corneum. 
E. rom this evidence, they conclude that 
(X while : melanin is effective in protecting the 
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or clothing constitutes perhaps one of the 
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penis from ultraviolet erutie, the — 

stratum corneum is a poor protector, hence, ; 
the greater effect of sunlight on fair-skinned —— 
persons. > 


Sunlight and Cutaneous Cancer in Man 

A summary * of the evidence relating skin — 4 
cancer to sunlight reveals 4 significant clin- — 
ical observations: (1) Skin cancers occur id 
most frequently on exposed parts of the =  . 
body; (2) they have greatest incidence in 1 
geographical areas where the sunlight has ‘ 


ua 

high ultraviolet ray content; (3) they are — 
more frequent among outdoor and rural ^ - : 
workers than among indoor and urban > 
workers; (4) they occur more frequently ie 
in light-skinned than in dark-skinned per- | E 
sons. A 
The Sunlight-Exposure Factor —Cancer ea 
of the skin occurs more frequently, on those oa 
parts of the body habitwally exposed to sun- — 
light. The limitation of cutaneous cancer : 
to the areas not ordinarily covered by hair dud 
T. 


best pieces of evidence that sunlight is a 
causal factor.! 

The predilectional localization of cutane- 
ous cancer on uncovered parts is further 
documented by Malkinson and Rothman 1 
of the University of Chicago. They found 
91.1% on the face, ears, neck, and hands; 
2.196 on such partially exposed sites as the 
arms and scalp; and only 6.5% on nonex- | 
posed parts of the back, chest, abdomen, 
and thighs. The same high incidence of the | 
exposed areas has been demonstrated by — — — 
Dorn and Cutler.!* E 

Locomotive engineers and truck drivers it 
who spend many hours with the left cheek 
exposed to the sun have been observed to — 
exhibit a noticeably increased incidence of 
solar skin damage, solar keratoses, and cuta- ES 
neous cancer on the left rather than the — 
right cheek. Also, the higher incidence of — 
cancer .of the lower lip and lower eyelid 
as compared to the upper lip and upper 
eyelid is a matter of record. 
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Geographical Factors—Cancer of the a 
skin has been found to have greatest inci- > — - 
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x CANCER 


iei in Ard areas where the sun- 
px — light has the highest ultraviole- ra» content. 
TEN The wavelengths that are pressmably car- 


im and shorter—compose only a fraction of 
total sunlight, but this small fractien varies 
_ appreciably with latitude. Correlation be- 
a ef tween cancer incidence and geographical 
| distribution of sunlight througË the earth 
E: M must be to a great extent a matter cf specu- 
b gris lation until sufficient measurements have 
o been made to permit comparison of the 
E 6 intensities at different parts of the earth." 
_ Three geographical urban areas that do not 
overlap as regards latitude were surveyed 
| ; -. by Dorn and Cutler’: (1) a northern 
is n group: Chicago, Detroit Pittsbargh, and 
UON Philadelphia; (2) a southern greup: At- 
be Birmingham, New Orleans Dallas, 
Y and Fort Worth; (3) a middle zc western 
. group: San Francisco and Alameda Coun- 

ties. Skin cancer in both men ami women 

showed a marked latitude distribut»on. being 
—. much higher in the south than in ‘he north 
| and middle latitude groups. 

In contrast, other types of cance- showed 
little difference over this latitud range. 
Cancer of the skin in Negroes did aot show 
a north-south distribution. The data indi- 
cate the incidence of skin cancer to be 
E: geographically distributed in the way ex- 
| pected if sunlight were a causal agent. 

; Farmers, ranchers, and their w-ves are 

cf more likely to develop cutaneous cancer than 

Texans engaged in business, the profes- 
sions, or industry. As some might antici- 
. pate, Texans have the highest incidence of 
= skin cancer in the population of ary, state 
. of the union.!* 

Blum? suggested that the relative immu- 
nity of Negroes to sunburn and w skin 
cancer might be on the basis of æ gacial 
difference in the thickness of the corneum. 
Recent investigation by Thompson??? re- 
vealed that the corneum of Negroes :s ac- 
tually thicker than that of white people. 
In addition to being thicker, the correum in 
the Negro is more opaque to ultraviolet light 
|o per unit of thickness, which proba» is 
123 ue to the presence of more melanin m the 
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cinogenic for man—those of 3,200 A. units 


cancer. Collagen degeneration, of whic na 


and exposed to excessive amounts of sun- 









onstrate that the white skin transmits n are 
sunburn-producing ultraviolet than 
Negro skin. 
This evidence further supports the n 
tiat the ultraviolet portion of sunlight is a d 
majer cause of skin cancer in the white rac ec 
The probable role of melanin in enhancing g 
the absorption by the corneum also agree es T 
with the lower incidence of skin carcinome E 
ir other dark-skinned races. 
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sunlight and Aging of the Skin in Man 


The clinical and histological features « o: ts 
"sailor's skin" are characteristic and p 
recognizable. It occurs almost exclusively 
on exposed areas of the body. The or € 
occurs in the early decades and usually mani- | 
fests itself as a mottled or reticulated pig- | 
mentation of the neck and forehez d. - 
Pir head-sized yellowish areas may also. be. | 
observed. As degeneration progresses, ‘the - ^ 
skim becomes wrinkled and dry, less elastic, 33 
atrephic, and erythematous, with pigmented 
arecs and white sclerotic spots and telangi- 3 
ectases. The "V" of the neck is conspicu- 
ousk affected, while the submental stades ed | 
skin is spared. The lower lip is often ir 
volved. It is likely to be dry, wrinkled, and d 
fissured. That such abnormalities are a rem 
sult of collagen degeneration and are due 
to the ultraviolet content of sunlight is sug- ^ 
gested by geographical and anatomical dis. | 
tribution, increased incidence in fair-skinned - e 
perscns and with greater solar exposed | 
and >y parallels in these features to skin. 












































solar elastosis is a stage, is dependent on 
light rather than age and may occur lu d 
in teen-age persons, if they are fair-skinned d 
light. m 
Histologically, according to McGovel mn 3 
and Mackie,” there is a progressive dege oe 
eratiom of the structures of the subpapilla: ys 
and papillary zones of the dermis à: M 
result of prolonged sunlight. exposure. cag 

first, collagen in the region of the subj Dap) n | 
lary plexus Ob vessels. is Rabon ya: Hu Ro 
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E areas are dilated and prominent. There is 
a gradual progressive encroachment on the 
Eds zone of the dermis, and at the 

E = same time or preceding it, the vertical capil- 
lary loops are found to be dilated. As the 
_ process advances towards the epidermis, the 

E „zone of elastosis slowly becomes homogen- 

ized, and the overlying epidermis may un- 

> dergo atrophy. In an advanced lesion, there 

-is atrophy of the epidermis with increased 

. pigmentation, and in the papillary and sub- 

. papillary zones of the dermis, collagen is 

E replaced by a homogenous material which 

4 is not readily stained by ordinary histologi- 

cal methods; vessels in the area are ectatic, 

and fibroblasts are prominent and atypical. 

_ Changes in the epidermis are caused by 

E E those i in the dermis because "collagen degen- 

E eration is almost certainly due to the direct 

.. action of ultraviolet light on the dermis in 

p. -the region of the subpapillary plexus.” $ 

a The chief difference between fair-com- 

A. BÉ persons (Type 1) and olive- 

- skinned persons (Type 2) is the presence 

of pigment in the basal layer of the latter. 

The epidermal ultraviolet dose is approxi- 

E > mately equal in the 2 types. The energy 

E -absorbed by the dermis is much greater in 

B the former. The explanation for the greater 

- incidence of solar keratoses in persons of 

Type 1 is that the ultraviolet effect is medi- 

- ated by its action on the dermis. The epi- 

dermal dose is approximately the same in 

- the 2 types and speaks strongly against the 

© theory that solar keratosis is caused by the 

| 3 primary ultraviolet effect on the epidermis.? 
= If solar keratosis and collagen degeneration 

— were simply coincidental, one would expect 

= the keratosis to precede the dermal changes 

^. in at least some (perhaps half) of the 

- cases? The epidermal atrophy found in 

© well-developed but uncomplicated collagen 

— degeneration suggests a profound disturb- 

E ance of its nutrition. The cellular environ- 

Pv of the epidermis is wholly dependent 

3 pon interchanges with the underlying epider- 
. mis, and a degenerative condition in it would 
be expected to produce gross metabolic dis- 

L-  turbances in the epidermis.® 
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ARCHI VES OF DERMATOLOGY 


Summary 


The Caucasian individual (usually of 
Anglo-Saxon descent with httle or no in- 
herent pigment in his skin) who does not 
form more pigment after ultraviolet ex- 


posure, who has blue eyes and blue-eyed 


parents, is the subject most susceptible to 
the solar form of cutaneous cancer. For this 
susceptible subject, the shade is more to be 
desired than a place in the sun. The olive- 
skinned person with appreciable pigment 
in his skin and who develops more after 
ultraviolet exposure, who has dark eyes and 
dark-eyed parents, is relatively immune to 
the solar form of cutaneous cancer. 

The belief that prolonged exposure to 
sunlight may cause cutaneous cancer in man 
is based on clinical evidence and the ex- 


perimental production of malignant tumors. 


in rats and mice by ultraviolet radiation 
of the wave lengths present in sunlight. The 
clinical observations in support of this theory 
are the predilectional localization of cuta- 
neous cancer on exposed sites, greater in- 
cidence in geographical regions that receive 
the greatest insolation (southern more than 
in northern latitudes), higher frequency in 
light-complexioned than dark-skinned in- 
dividuals, and greater incidence among out- 
door and/or rural workers. 


Converging evidence implicates sunlight 
as the major cause of skin cancer and of 
skin aging, by first producing damage to 
the subpapillary vascular plexuses, and then, 
degeneration of collagen, which in turn 
exerts a profound effect on the overlying 
epidermis. Susceptible subjects acquire a 
dermatosis which has characteristic clinical 
and histopathological features and is called 
“sailor's skin," “farmer’s skin," or “solar 
skin." It is this degenerated skin which 
spawns solar keratoses, the solar type of 
leukoplakia, squamous-cell carcinoma, and 
some basal-cell cancers. As a preventive 
meastire, people with a predisposition to 
sunburn, to “sailor’s skin," or to solar car- 
cinoma should be so advised by their phy- 
sician in sensible and sound means of 
protection. 
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ORLANDO CANIZARES, M.D., New York 


E. E Geographica factors, in their broad sense, 
affect the ecology of skin diseases. 
E. Jacques M. May! has stated that "geog- 
raphy is not just that study of landforms, 
| ds also the study of . . . climate . . . soils 
E. .. plants . . . and the ae of men who 
E have established themselves on these land- 
- masses." 
-.- The altitude, humidity, vegetation, rain- 
P. fall, winds, sunlight, and fauna, are, in 
E some instances, important factors in the 
i. x . distribution, incidence, and clinical varieties 
Es of skin diseases. So are the personal factors, 
E a the race, sex, age, and socioeconomic status. 
* $ The occupation, whether rural or urban, 
- the living quarters, the general hygiene 
- facilities and habits, and especially, the diet 
dictated by the socioeconomic status, are of 
| paramount importance in the development 
pot some skin diseases. 
In dermatology very little interest has been 
x ~ shown in this subject, with the exception 
an - of valuable contributions of Marchionini, 
- Simons, Desai, and others. Sauer,? in his 
textbook presents a geographic study of 
į skin diseases in North America. 
Two excellent contributions have been 
‘ made in the Americas to this field. Pedro 
— Weiss? in Peru published a careful, geo- 
. graphic study of the country and its rela- 
‘tion to cutaneous disorders. V. Pardo 
B Castello; i in an article entitled "Dermatology 
^ P. ' in a Tropical Rural Zone," presented a 
E “detailed study of the dermatoses encountered 
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à Geographic Dermatology: Mexico and Central America 


The Influence of Geographic Factors on S kin Diseases 





in rural workers in Cuba and other Carib- 
bean countries.* 
The geographic region discussed in this 


paper appears relatively small in compari- — 


son with the vast land mass of Latin Amer- 


ica. However, shortly after the begining of 3 a 


compilation of data, the immensity of the = 
re 


task became evident. This report is, there- 
fore, an introductory study, and, of neces- 
sity, incomplete. ae 

In this paper an effort is made to correlate. . 


some of the geographical factors in a gen- — 


eral panoramic view of dermatology in E 
Mexico and Central "America. 


The Countries Eu 


The dermatologic panorama presented 
here covers Mexico and the Central Ameri- 
can Republics. These, from north to south, 
are Guatemala, Honduras, El Salvador, 





Y 


Nicaragua, Costa Rica, and Panama. The 


last is a recent addition to the Central 
American group, as it became independent - P 


from Colombia only in 1903. m 


Two of the 3 greatest Indian civilizations | 
of this hemisphere existed in this area, the v 


Ma 


third one being the Incas of Peru. These - e 


highly cultured civilizations, the Aztecs and. e 


the Mayas, had reached and passed their 
peak before the arrival of the Spanish con- Bue 


querors. The area became a Spanish colony — 


only until the first quarter of the 19th cen- 


tury When it gained its independence. The hy 
5 Central American colonies united into a — 


short-lived Central American Republic, but 
later became independent states. 
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One of the characteristics of this region — 
has been, until recently, the lack of inter- d een 
: . ^ E 1 CUP 3. 

* For a review of the contribution and achieve- —— 
ments of Mexican dermatologists, the reader is re- — 
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ferred to the excellent article of Maximilian E. 
Obermeyer (Mexico: A Study of Its Contributions 
to Dermatology, A.M.A Arch. Dermat. 
[June] 1956). . 
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S - communication, ué arib to the rough- 
E ness of the terrain. The almost completed 
_  . Inter-American Highway, and especially the 
dde rapid development of aviation are changing 
_ this situation and helping to bind together 
these countries, which logically have very 
k = much in common. 

Economically, the region is poor, although 
. rich resources are still underdeveleped. In 
E ^ recent years noticeable improvement has 
. been made in the living standards o? the 
. population, and gradually industri.lization 
is taking place. 















The Land 
. Surface Features. —Mexico and Central 


: - connects the southwestern border -of the 
oe Ld Unies States with the northwestern border 
: ET BE South America, at Colombia. 

} Preston E. James? ehas stated chat the 
kir nd formations observed in southwestern 
— North America continue deeply into north- 
ern Mexico, up to an east-west zone o? great 
_ volcanoes, many of them still active. South 
= of this mountainous region is a cont-nuous 
belt of lowlands which crosses the i&hmus 

TUR diagonally through Nicaragua. 

T.  Farther south the surface features of 
d is Central America are formed by olded 
2 Structures, surmounted in a few places by 
5 ks active volcanoes. 
= There are very few extensive areas of 
ES country in Mexico and Central Zmer- 
ica; one major exception is the peninsula 
of Yucatan. The rest of. Mexico and the 
isthmus of- Central America are very rug- 
4 ged. In these regions the natives think more 
pei in terms of "up" and "down" than of north, 
bers south, east, and west. 

Climate and Vegetation ——The tid 
a . conditions of Mexico and Central America, 
-— .as'Preston E. James has stated, are zon- 
P j^ trolled by the temperature of the bordering 
seas and the direction of the winds: the 
2: - amount of moisture that they may carry is 

pe E porespensible for the distribution of the rain- 
E" fall. | 
P. .. Possibly the most important factor in the 
pu ete is the mountainous terrain. In gen- 
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» Ape e ON zi WE 
era. EROE E eT, with incre easing -— 
altitude. The term “tierra caliente" Ki (hot - 
lancs) is applied to lands up to. » 
mately 2,000 ft. altitude; “tierra temple Ta 
(tenperate land) refers to those up to 5, 00 
ft. cltitude, and “tierra fria" (cold land) t toc | 
a stll higher altitude. er 
. Atitudes sufficient to be considered. | 

"tierra fria" are found in Mexico, south 
Guatemala, Costa Rica, and oe 
ma, while bands of “tierra caliente” cut 
regicn from coast to coast in 3 E. 
the 'sthmus of Tehuantepec in south 
Mex co, along the lowlands of icant 
and m eastern Panama. 

The vegetation of this area is the expe m. 
sion of the climatic conditions. It "o 
from a dense tropical forest, where the — 
rainfall is heavy, to desert vegetation in J 
semia-iC regions. 


The People 


The population of Mexico is approxi- K 
mately 32,000,000, and of Central America 
about 12,000,000, making a total population 
for the area of about 44,000,000 od 
This is scattered throughout an area of little 
less than 1,000,000. sq. mi. ia E 

The population of Mexico and Cental 3 
America, which had remained stationary . 
for certuries, is increasing at present at an E 
exceedingly high rate, a fact that is s part of. p^ E 
the global “population explosion.” E 3 

One of the characteristics of the people | E 
which inhabit Mexico and Central America - | | 
is its racial diversity, as race mixtures have - E. A 
gone or for centuries free of restrictions — 
and pre'udices. The Indians vary in origin Pes : 
and culture. In Mexico the indigenous pop- D 
ulation is primarily - descended from the /— : 
Aztecs, while in Guatemala they are derived - 3 1 | 
mainly “rem the Mayas. The mixture of E. S 
white ard Indian are called. “mestizos: c: 
"adinos." Em. 

The rumber of persons of pure in a 
digenous ancestry vary considerably from 
country -o country. It is the highest incid 
Guatemah, where, according to Franz .- 3 
neme approximately half of its popula- | 
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- . TazxrE L—The 10 Most Common Skin Diseases—Outpatient Clinic, Hospital General, M exico i e 
ue. 1952 1958 1959 


ES J  . Compiled by M. Garzatoba 
IA Total: 2,490 New Patients 


í T Contact dermatitis 277 11.1 Contact dermatitis 
P. ‘Tinea capitis 216 8.6 Tinea capitis 
E Ve o toa 190 7.6 Impetigo 
. Scabies 153 6.1 Verrucae 
ae | Acne 85 24 Vitiligo 
E ‘Vitiligo | 84 3.4 Ides 
.— 'T. corporis 79 3.1 Prurigo (insects) 
~ Verrucae ‘Leg syndrome” 


p Solar dermatoses 


OO “Leg syndrome” * 
Tinea corporis 


» - Solar dermatoses 


: a 


Compiled by L. Beirana 
Total: 2,960 New Patients 


Compiled by L. G. Carrillo 
Total: 3,433 New Patients 


469 15.9 Contact dermatitis 366 10.0 
387 13.0 Tinea capitis e 315 9.1 
182 6.0 Impetigo 214 6.2 
160 5.4 Solar dermatoses 171 5.2 
154 5.8 Verrucae 162 4.7 
135 4.5 Ides 156 4.5 
124 4.1 Vitiligo 151 4.3 
115 3.8 * Leg syndrome" 140 4.0 
108 3.6 Tinea pedis 126 3.6 

98 3.0 Acne 105 2.1 





si | E ee syndrome" (“complejo de piernas”) refers to hypostatic dermatitis, varicosities, with or without ulceration. 


bi 
















^ tion is formed by Indians, their greatest 
q concentration being in the “tierra fria" of 
- northeastern Guatemala. The proportion of 
WM D pure blooded Indians in Mexico is about 
E. 5/1096, and in other countries of Central 
D Aene 8% or less. The highest propor- 

tion of unmixed white ancestry is found in 
p. "Costa Rica, where it is more than 80%. 
Negroes are found mainly along the coast 
of Nicaragua, Honduras, and Panama, 
E oin: 1296 or less of the population. 


M 
Se 
ne 


i E 
En The Dermatoses Common in Mexico 
A and Central America 


E With the purpose of evaluating the pat- 
| E. Eun of dermatology in Mexico and Central 
— America, I wrote to my personal friends, 
the leading dermatologists of this region, 
3 requesting their assistance in this study. 

< The response was overwhelming. Each re- 
_ port received is a valuable document full 
a .of the most interesting observations. From 
i 


TABLE 2—The 10 Most Common Skin Diseases— 
e Centro Dermatologico Pascua, Mexico 
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1958 

Compiled by J. H. Frenken E 
Total: 1,318 New Patients Cases j^ 
-— Contact dermatitis 236 17.9 
ES Prurigo 100 7.5 
— —Neurodermatitis 98 7.4 
. Verrucae 97 7.4 
~ Impetigo ' 89 6.7 
Vitiligo e S4 6.4 
—— Solar dermatoses 79 5.9 
Tinea pedis 70 5.3 
E Ides 66 5.0 
i; E - ‘Tinea capitis 49 3.7 


3 em 
E 


E 74/872 


OM ar 
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this material I compiled the most pertinent 
facts concerning their common dermatologic 
problems. At the end of this article, the 


most salient observations gleaned from their | 


letters are abstracted. 

To simplify this study, I have selected 
the 10 most commor skin diseases observed 
from the complete statistical data received. 


The data presented in Table 1 are from. 


the Out Patient Clinic of the Hospital Gen- 


eral of Mexico City, Fernando Latapi, . 


Chief. This is a free clinic attended mainly 
by the poorer classes. For the purpose of 
comparison, the years 1952, 1958, and 1959 
are presented. The attendance to Centro 
Dermatologico Pascua in Mexico City, Fer- 
nando Latapi, Chief, in the year of 1958, 
is presented in Table 2. This is a pay clinic, 
and therefore attended by patients of a 
better economic status. The 10 most com- 
mon dermatoses observed in the Out Patient 


Clinic of the Hospital Central Militar, | 


TABLE 3.—The 10 Most Common Skin Diseases— 


- Outpatient Clinic, Hospital Central 
Militar, Mexico 











1955-1959 
Total Number of New Patients: 2,768 Cases % 
e e 
Contact dermatitis 241 8.6 
Verrucae 185 6.8 
Tinea capitis 180 6.5 
Solar dermatoses 162 6.0 
Dermatitis medicamentosa 160 5.8 
Facial melanosis 150 5.5 
Acne vulgaris 106 3.8 
. Tinea pedis 104 3.7 
Basal-cell epithelioma 84 3.0 
Vitiligo  * ! 80 2.9 
j Vol. 82, Dec, m6 
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iat 4—The 10 Most CUP Stn Diseases— 








oe — .  — Outpatient Clinic, Hospital Gereral, 
E- ek A Guatemala City, Guatemaa 
LM LN 
Ys nej Am 
aa un 
== Total Number of New Patients: 1,189 Cases % 
f EE Pinea capitis E BO 10.9 
VERI. — Condyloma acuminatum 30 6.7 
—— A. Solar dermatoses 0 5.8. 
|... Onychomycosis $ 5.6 
= Keloids v 5.0 
= Syphilis v 4.2 
| me, " Pemphigus (vulgaris and foliaceous) a 4.1 
i «y . Chaneroid 5 3.7 
|  —— Cutaneous tuberculosis 2 3.5 
Onchocerciasis a 3.1 


Francisco Marquez, Chief, are presented in 
= Table 3. This is a free clinic tended by 
EnSpeudents of military personne! and civil- 
ian employees. 
. The attendance of the free Oat Patient 
- Clinic of the Hospital General, Guatemala 
City, Fernando Cordero, Chief, is presented 
.in Table 4. In Table 5 the incideace of the 
attendance at the Dispensario De-matolog- 
. ico Central, Hospital San Juan de Dios, 
- San Jose, Costa Rica, is shown. Ia Table 6 
. the 10 most common skin diseases observed 
in the Out Patient Clinic of the Hospital 





— Rosales, San Salvador, El Salvador. are 
Dx S p csetteld 
B For the purpose of comparison, the inci- 
— — dence of the 10 most common ski% diseases 
|». Observed in private practice, as reported by 
Corson et al. from Philadelphia, are pre- 
E -= sented in Table 7. 
E Some characteristics of the most common 


dermatoses deserve special attentioa. 


> Taste 6—The 10 Most Common Skin Piscases— 
ru Outpatient. Clinic, Hospital Rosawzs, 
San Salvador, El Salvador 


1959 
Compiled by Antonio Carranza Amaya 











— — e. Total Number of New Patients: 1,672 Cases % 
Ej — —. Allergie dermatitis 143 8.6 
|... - Seborrheic dermatitis 98 59 
E n : ‘Tinea (all types) | 93 56 
~ Syphilis (all types) : 85 . 55 

— . Contact dermatitis (occupational) 84 5.0 
E P  Intertrigo 70 42 
Impetigo c: 58; 1.0 

J Neurodermatitis | 9 105 3.9 
Varicose ulcers 49 2.92 

48 7.86 


| ..  Condyloma acuminata 
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Taste 5—The 10 M on eee S kin Disease 
Outpatient Clinic, Hospital San Juan de Dios, - E 
San J ose, Costa Rica ; 


1959 
Compiled by Elias Bonilla Dibb 
Total Number of New Patients: 2,660 


Ckronie leg ulcers 
Impetigo 
Prarigo 
Tinea (all types) 
Varices 
- Inëctious eczematoid dermatitis 
Seborrheic dermatitis 
Atepic dermatitis 
Verrucae 
Pityriasis alba 

Contact Dermatitis.—Contact derma 
is the most common dermatosis in "e 
the reports received. Its incidence averaged 
from 8% to 17%. Contact dermatitis is di ue, 
in many instances, to self-medication v ith : 
preduets obtained “over the counter.” This | 
is en unfortunate custom, which plagues t he. 
Latin American physician, since almost any re 
medicament is obtainable without medical 
prescription. The high incidence (4%) . of 
reaction to ether monobenzyl of hydroqui- 
none, causing a peculiar discoloration — of. 
“honeycomb” appearance, with lenticul: ir 2 
hypopigmentation in a hyperpigmented b: Er a 
is roteworthy (Latapi, Canizares et al?). - 

The fora that produces contact mue is. 
in Mexico and its distribution throughout. 
the -epublic was carefully studied by Cuevas 
and Mingramm.!? They showed that he. 
majerity of the cases were caused by plants. 
beloaging to the Anacardiacea family, which © 
are widely distributed in the tropical 4 
subt-opical zones. "dd 
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TABLE 7.—10 Commonest Dermatoses* = 





0.111 5 







Contac dermatitis 

Acne valgaris 0.070 |. E 
Eczemstous dermatitis 0.0655  - 
Seborrbeic dermatitis 0004 
Verrucse 0.00015 — » 
Tinea (all types) 0.0610 . E 
Nevi (broadly glassed) 0.059 — — I 


Keratoses (all types) 
Psoriass 
Cancer cutaneous) 


0.065 28 
0.044 2 T. 
0042. — 4 


(Corsen, E. F.; Luscombe, H. A., and Corson, J. K.: AMA 
ARCH. ERMAT. 79:179 [Feb.] iai 
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ve the increasing industrialization of. type. "This | is sani raed on the extensor 
: countries of this region, occupational | aspect of the arms and forearms and is 
ide matosis of varied etiology are becoming - manifested by numerous depigmented follic- 
more frequent. In Mexico, J. F. Fernandez  ular shiny papules. Similar lesions have been 
[o orio stated that the most common frequently. observed in Honduras by Cor- 
| causes of occupational | dermatitis are the rales, in Panama by Tapid,!4 and in Costa 
solvents, chromates, nickel salts, acids, and Rica by Schmidt.!5 The last refers to these 
5 : Bie used in the finishing of the textile lesions. as "actinic spotted. achromia." - 
1 Pu ij Corrales ® and Schmidt 15 have aoned 
s E. - Light-Sensitivity Ensen. The: condi- | improvement of polymorphous light-erup- 
ti ons in which sunlight plays a predominant tions and actinic spotted achromias after the 
E ro le are among the 10 most common skin | administration of thiamin and n icotinic acid. 
d iseases observed in hospitals. and private In Honduras, Corrales 13 and Fernan- 
1 actices in Mexico and Central America. ez 16 also stress the high incidence of 
. "Solar dermatitis" isa polymorphous erup- | polymorphous light-eruptions, especially pel- 
l tio n. Most reports ‘insisted on the fact that lagroid erythemas and lupus. erythematosus- 
ght-sensitivity eruptions are more common like lesions; they state that. possibly the 
d E. 1 the plateau. at. a higher: altitude than on diet, consisting mainly of corn and beans, 
the coasts. Te te 7 may be a factor in its production. Corrales 
s [According to Escalona, 12 dis most fre- also states that the presence of intestinal 
. quently observed. light-sensitivity eruption parasites and foci of infection in the teeth 
! ‘in | Mexico i is the “solar prurigo." This is are probably related to the light-sensitivities, 
a papular eruption leading. to plaque forma- - because in some instances, elimination of 
o» à vesiculation, crusting, and lichenifica- - these resulted in clinical cure. 
n produced by constant scratching. There - Pigmentary Disorders. — Vitiligo is ex- 


Tn 


tA 


p E be a pseudoalopecia of the eyebrows ias ER common | in Mexico and Central | 
due to mechanical. breaking of the hairs, America. Apparently, the racial background 
g iing the patients a | “leproid” appearance. of a great part of the population with pig- 
a - Another clinical. variety. of the polymor- mented skin is predisposed to this condition. _ 
| E: Bou light- eruptions commonly seen in - "die is interesting that Desai’ 17 7 also peur ay 
: Mexico, ji te popenoei end lichenoid its s high incidence i in India. uoi | 
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AL Piieaéena i is also common, and it is fre- 
xx Uc ently seen in indigenous women in the 
gw . Streets and market places. The number of 

. patients seeking medical attentiom for this 


e t: 


Ss 


Er P . condition is not high, as it is mese or less 
taken for granted, especially after multiple 
pregnancies. 

In 1957 and AUT in 1959, Ramirez 18 
of El Salvador called attention to a peculiar 
— pigmentary disorder of the neck and face, 
-of unknown etiology, in which all laboratory 
zt P bs were within normal limits. Because of 
the color of the lesions and the tact that 
— little attention had been paid to this condi- 
. tion, he humorously called these patients 
"los cenicientos" (the cinderellas). 


% Marquez !? calls attention to a melanosis 
E of the face and neck (Riehl’s type) m which 





1 $, sunlight and nutrition probably play a role, 
s and one which was frequently observed in 
b: the Military Hospital in Mexico C:ty (3.5%) 


and in private practice (3.6%). 
Nutritional Diseases.—The nutritional 
aS a ` diseases are some of the best examples of 
Ee v: -the importance of socioeconomic factors in 
the development of diseases. 
; se In this region, the upper and middle 
- classes, economically speaking, have 2 better 
balanced diet than they did 30 years ago, 
but it may be stated that in Mexieo and 
Central America, the poorer classes are 
chronically undernourished. 


Maynez Puente” states that the diet of 
the economically weak population in Mexico 
' is about 70% of the minimum reccmmend- 
oe M ed, especially in calories, proteins, anc vita- 


e DER mins. It is particularly deficient in proteins 
Eu. of animal origin, riboflavin, nicotin’ and 
à - ascorbic acid. The diet is based or«ca-bo- 
. hydrates and consists of corn (tortillas), 


-= beans, chili, and pulque. 
With this background it is not surpris- 
s ing that the incidence of pellagra, kwash- 
—. iorkor, and other nutritional changes are 
CH very common in this region. According to 
Escalona, 71 in Mexico, pellagra is often seen 
E in heavy drinkers (“borrachitos”) lowing 
only on the calories afforded by pulque and 
tequilla, who frequently fall asleep exposed 
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tc the sun’s rays. To. me this is reminisce ent. 


AP 
o- the "alcoholic pellagra” seen in our o vn 
"borrachitos" in the late thirties in Beli 
Hospital in New York City. NE 

Cutaneous Tuberculosis. a u- 
berculosis is rather frequent in this | geo- 
graphic sector. It constitutes 3.5% of the 
Out Patient Clinic of the Hospital Gener e. 
of Guatemala City, and 1.5% in one oid the 
General Hospitals of Mexico City. . A. com M 
parison with 1953 statistics of this | atts e 
hospital indicates a downtrend p 
Ba-rientos?? states that approximately 5 
cas?s are seen at the Hospital Rosales 4 
El Salvador every year. NECI 

*crofuloderma is by far the most cor nm on m 
type observed, followed by lupus vulgari 
dee» nodular type, tuberculosis verrucos 
cutis, and the tuberculids, especially t 
pap alonecrotic variety. . 

Venereal Diseases.—Syphilis, chanc | 
and lymphogranuloma venereum appear to ge 
be relatively common in this area, as show E 
by tae reports received from different coun- E. 
tries Cordero ?? reports from the Out Pa- 
tient Clinic of the Hospital General, 
Guatemala City, 4.2% of syphilis, 3.7% « Of 


chan-roid, and 2.5% of lymphogranuloma. 1 
vene-eum. m à 

The direct relationship of syphilis to the” 
socioeconomic status and degree of educa- - 
tion was shown in a study by Godoy Rami- | 
rez e- al?* of people of different economic | 


levels in Mexico City. 


In Honduras E. Fernandez ™ states that, E id 
altho.gh the incidence of syphilis is high, — 
patients with a central nervous system in- 3 
volvement and a cardiac involvement are - 
rarely seen. 

Bejarano?? stressed some éhaiactezisticig S 
of cutaneous syphilis in Mexico, based on | 
a comparison with his extensive personal | 
experience in Spain. He observed a higher | 
frequeacy and intensity of syphilitic leukos 4 
derma, inva@lving not only the neck, but the - 
trunk and upper extremities. In secondary . 
syphilis, he noticed a pronounced tendency — A 
toward lichenoid, annular, semiannular, vegia 
etating. and corymbiform types. 
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~ Acne Vulgaris.—Acne vulgaris is com- 
i Y. mon in this area, especially among the eco- 
— nomically higher classes. It constitutes about 
> 10% of the patients seen in private prac- 
ES. The nutritional factors were mentioned 
Ey several correspondents who stressed that 
(the undernourished seldom present acne. 
^. Corrales ? commented on the frequency of 
: acne conglobata in some patients with a diet 
- consisting mainly of greasy food and pork. 
sin. Nicaragua Irigoyen ?6 reported many 
3 © cases of "tropical acne" affecting the arms, 
- back, and abdomen. 
E M iscellaneous Skin | Diseases.—Pyoder- 
— mas: Impetigo and other clinical varieties of 
. pyoderma are common, especially in chil- 
a dren of families of low economic status. 
- Secondary impetiginization of eczematous 
bi | dermatitis of different etiologies is common. 
Psoriasis appears to be as common as in 
B oie parts of the world. It constitutes ap- 
— proximately 3% of hospital and private 
practice. Pemphigus appears to have the 
^. same incidence as elsewhere. Corrales '? 
3 states that a clinical variety similar to the 
E “Fogo selvagem" of Brazil is common in 
.. Honduras. Cutaneous cancer is relatively 
| common, especially the pigmented type of 
E basal-cell epithelioma. “Leg syndrome” 
rg E "complejo de piernas"), hypostatic derma- 
titis with or without ulceration, is as com- 
.mon a problem as in any other region. 
uH Diiira: alba is exceedingly common. 
. Close de Leon ?* saw it on the face in about 
| 75s of the children of the public school. 
"- . Dermatoses caused by animal parasites 
A are common in this region, especially in the 
= warmer months, and they are often related 
" E to socioeconomic factors. In some areas 
h 3 their incidence has decreased in recent years, 
- probably as a result of a wider use of in- 
4 secticides. Nuñez Andrade ?? stated that in 
= Mexico the most common were those caused 
| j t by fleas and bedbug bites, pediculosis, 
< and scabies. The statistics of the General 
. Hospital showed a decided decease in the 
incidence of scabies in the last 8 years, and 
ES inilar observations were made in Central 
- America. Acute prurigo was related by 
most dermatologists to insect bites. 
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ARCHIVES OF DERMATOLOGY 


Seasonal Variations in the Incidence 
; of Dermatoses 


In most sections of this geographic area 
there are mainly 2 seasons, the rainy and 
the dry season. Their occurrence and 
length vary with the different geographic 
factors. The terms “winter” and "summer" 
are often used loosely and have different 
meanings in different countries. 

Barrientos ?? stresses the cyclic appear- 
ance of 3 dermatoses in El Salvador. 
Herpes zoster appears in the rainy season 
( May to October); pityriasis rosea appears 
from December to February, and anthrax 
from January to April; the last 2 are in the 
dry season. 

Frenken *® states that in the Out Patient 
Clinic of the Hospital General in Mexico 
City prurigo is seldom seen in the colder 
months of January apd February and in- 


creases in the warmer months, especially in . 


August. He attributes this to the relation- 
ship between the number of insects and the 
temperature. 


Impetigo and fungus infections are more 
common in the “wet? season, and insect 
bites and achromia parasitaria are more 
common in the "dry" season. 

An increase in the density of insects that 
transmit disease during the rainy season, 


such as Phlebotomus, Triatoma, and Simu- _ 


lium, results in a larger number of Ameri- 
can leishmaniasis, Chagas’ disease, and 
onchocerciasis, respectively. 


Diseases Peculiar to This Region 


Leprosy.—lt is estimated that there are 
approximately 30,000 to 40,000 cases of 
leprosy in Mexico, and 10,000 to 15,000 in 
Central America, where the disease is not, 
too prevalent. 

Epidemiologic studies of Mexican leprol- 
ogists, like Gonzalez Urenia,*! Latapi,? and 
others, have shown that leprosy cases are 
found throughout Mexico, but their distri- 
bution is quite irregular and in the form of 
foci. Thé midwestern focus is the most 
important one. It starts on the West Coast 
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In Panama, Boccanegra Lo-  . 
pez ° also stresses the seasonal variations. 
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SKIN DISEASES—GEOGRAPHIC FACTORS 


Fig. 2.—Leprosy: Map 
made with information 
from Y. Ortiz, C. A. Gon- 
zalez, Carranza Amaya, 
C. Irigoyen, H. Corrales, 
Mr E. Fernandez, Elizondo 

and Miranda, and Tapia. 
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from the south of Sonora, and :f extends tions all over the body but with complete . $ 
along the coast to Michoacan, dec--asıing in absence of nodules and a very unusual pe 
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Guerrero. It extends from west tc east of Epra reaction. This latter is called by 
to the middle section of the country through Latepi "Lucio's phenomenon" or erythereag 
Guanajuato up to Queretaro. necrosans. They are small, multiple, pain- - 
The distribution of leprosy ir Mexico ful, macular lesions usually on the extremi- 
| apparently has no relation to climate. lati- ties, which successively appear purplish, 4 
Bes tude, humidity, or altitude, and i- is alto- necrotic, and even ulcerated, healing with a 
a gether capricious. It is possibly rdated to scar. Lepromin test is negative, but a very E, 


the path followed by the Spanish Concuis- early reaction (4 to 6 hours) said 


tadores, the commercial relations with the erythema necrosans at its onset, was dec: 
Philippine Islands, and Chinese mägra- scribed by Medina. According to Latapi?? . 


tion. 


this variety has been observed in 17% of - 


In Mexico the incidence of leprcsy is 8 the cases. In the state of Sinaloa, for un- E | 


times more frequent in “mestizos” than in known reasons, its incidence is as high as .— 
white people or Indians. It is observ-d mall 60% to 70%. E. | 


social strata, but particularly in peasants In Central America the highest incidence 
living in endemic zones. All varietie. of the of leprosy appears to be in Costa Rica, | 


disease are found in Mexico, but apparently where, according to Elizondo and Miran-. 3 


the lepromatous type predominates ð% to da,** the prevalence is 0.7 per thousand _ | 


70%. 


inhab tants. Lepromatous leprosy consti- - ; 


M Diffuse lepromatosis ("lazarine" l-prosy, tutes 64% of all cases, according to Ro- ~ 
spotted leprosy, Lucio’s leprosy) is a form mero, and a large number of the diffuse 1 
of lepromatous leprosy, rather characeristic form (Lucio’s) are seen. In Nicaragua, ^. 
of Mexico, although it has been ckserved  Trigoyen?9 estimates that there are 2,000 - 


l elsewhere, especially in Costa Rice. This cases. E. Fernandez !9 reports that the - 
variety of the disease was descritz by endemic zone in Honduras is mainly on the — 
Lucio and Alvarado in 1851, but remained southern settor and along the border with 


unknown and forgotten until later, when El Selvador. Corrales! states that the — 
Latapi,* in 1937, rediscovered it. .Clzrically, tubercaloid type in its sarcoidal form pre- | i 


. * 
Camsares 





E its main features are diffuse skin -rültra- dominates. Carranza Amaya? reported. mos ; 
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Fig. 3—American 
leishmaniasis: Map made 
with information from 
Y. Ortiz, E. Fernandez, 

i nnd Irigoyen, E. Solano, 
and Boccanegra Lopez. 


1959 an incidence 3f iDo in El Sidom tion of A state P^ Yucatan, Quintana Ro; | 

of 0.089 per thousand inhabitants with. 53% . Chiapas, and part of the states of Campeche, 

B lcpromatous, 1796 tuberculoid, and 28% in- Tabasco, Veracruz, dhd Oaxaca. It con- 

reins The cases were observed main-  tinues covering most of British Honduras 

ly on the eastern. and northern sections of and the northern lowlands of Guatemala in 

E ‘the country. In Guatemala, C. A. Gon- the damp forest of the Department of 
: E zalez *7 reported in 1959 an incidence of  Penten. . EL d | | 

. 0.022 per thousand. inhabitants, disseminated Y In the rest of Central Kerita. the dis- 

- throughout the country. The lepromatous tribution of leishmaniasis varies. It exists 

type predominated (82%). Tapia ^ stated in all the countries, with the exception of 

- that leprosy i is not common in Panama, and El Salvador, where, according to Barri- 

| * that the vv e: type was the most fre- entos,?? no autochthonous case has been 

fe rently obser ved. CaaS observed. In Guatemala, Cordero? states 

American. Leishmaniasis —According to that he saw 65 cases during 1959. In Hon- 

E © peia Chavarria, 38. of all tropical diseases, duras, E. Fernandez !9 states that the dis- 

E -leishmaniasis i 1 s the one that has the greatest ease is very common in the forest of the 


P. "correlation. with the environment, that is, northern part of the country, in the Depart- 
- with the altitude, temperature, and humidity ment of Yoro, and Atlantida. He states that 


| p: of the forests. VR FO j this high incidence is shown by the fact that 
| 60 cases could be collected in a period of 
6 months by Handal in 1959. In Nicaragua, 
Irigoyen ?9 states that the disease is common 
in the forest in the northern section of the 
Leishmaniasis - is usually acquired at ele- country. Boccanegra Lopez 30 reports that 


3 vations of less than 3,000 ft. Peña Chavar- leishmaniasis is also common in Panama. 
i y ria 38 states that he has never observed a The laborers in the forests are most often 
"case in which it has been contracted at sea - affected. In the focus of Yucatan the dis- 
3 E devel or above 4 500 ft. m ease is most often seen in those engaged in 
E In this region the greatest endemic focus the harvest of chicle. For this reason the 
: E is the forested area of the peninsula of Yu- condition is-often referred to as "ulcer of 
E, catan. This focus occupies the eastern por- the Chicleros." The infection is most often 
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. - American leishmaniasis is estat in Mex- 
m -- ico, especially in the peninsula of Yucatan 
Ec . and most countries of Central America. 
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"Fig. 4—Pinta: Map 
Aide with information 


vj 


; L* from Y. Ortiz and F. 
, Marquez. 


ur contracted during the rainy season (May to Meroen When the blood prote 
.. October) because duying that tme the sap are decreased, with a reversal of ne 
.. of the trees runs more freely, and the larg- min-globulin ratio, the lesions are - 


| EN ir 
T 


est number of men are at work in the vegetating, and exuberant; when the 1 bk 
— forests. The number of Phlebotemus, the proteins are normal and there is a- good 
.. . sandfly which transmits the disease, is also  nttritional status, the lesions are dry, torp pid, 
higher during the rainy season. — — . and verrucous. | - R 


= Peña Chavarria?! stresses the changing Pinta.—Pinta is essentially a disease of 
= pattern of the endemic zones of leishmania- the Western Hemisphere. Ad 
sis in Costa Rica. Forests that were the Marquez, 4 contrary to what was prese 
greatest foci of this disease 30 years ago, believed, pinta has no special geogr apt 
— .. with constant clearing, have become semi- distribution. 3 
urbanized, and leishmaniasis has entirely Altitude and climate percent do n o! ot 
. . disappeared. However, new foci have de- play a role in its occurrence. In Mexico a y 
veloped by continuous infiltration of labor- few cases are found at high altitudes, bt at. 
ers into the virgin forests. | the great majority are seen in the warn i) 
The sites of infection are the exposed lowlands. In general, pinta is prevalent ir | 
parts of the body, the ear being often persons of low economic status, living ii in x 
affected. At its onset the “ulcer of the small villages, in crowded conditions, and. 
chicleros" is a painful nodule whic later who are usually undernourished. - Si 
ulcerates. The ulcer is covered with a yel- Apparently race does not play a role in | 
lowish or bloody crust, and gradually may pinta. In Mexico it occurs more frequently — d 
destroy all cartilaginous tissue of the ear. in Indians because their environmental con 
"According to Josefa Novales,*® in Mexico, ditions | are more. favorable to the develop D 
in contrast to the forms observed in Cen- ment of the disease. | ae E. 


tral America and South America, leishman- In Mexico, where the andian is | own - 
iasis of the mucous membranes has nət been as “mal del pinto,” a census was taken. Ae ef 
observed. PRBS 0867 ALORS and 250,000 cases were recorded. ' 

Peña Chavarria states that the clinical number later almost doubled, but since th 
appearance of the lesions is affected by the advent of penicillin, the number of cases. has 


jd status of the preo, espipally by decreased | tongidorapiy. Marquez * koi 
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mates that a statistic study at present would 
‘ show a reduction of almost 75%. 
_ The area where the disease is more prev- 
Bent: is in the state of Guerrero, at the basin 
- of the Dalsas River. Twelve neighboring 
: _ states are affected, but only 8 of them show 
a high incidence. In Central America only 
M sona cases are observed. 
The Mexican dermatologists have made 
- numerous valuable and original contribu- 
5 -tions to the study of different aspects of 
pinta and have stressed the multiform ap- 
|. pearance of the disease.** 
E Rhinoscleroma.—One of the most fasci- 
. nating features of geographic medicine is 
- the study of isolated endemic areas of cer- 
B ain diseases throughout the world. Rhino- 
d - scleroma is an excellent example of this type 
aos condition. 


_ Although the disease has been described 
^ in isolated instances in most countries, there 
E are, unquestionably, definite foci of rhino- 

— .scleroma scattered, without apparent reason, 
3 in distant regions of the world. One of these 

— is in Central America, where this de- 
: Boing disease is frequently observed in 

4 i Guatemala and El Salvador. 


ES 
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The actual frequency of thi$ disease in 
this region appears to be high. Quevedo,*? 
in Guatemala, reported 105 cases observed in 
5 years. Barrientos ?? sates that the disease 
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Fig. 5.—Onchocerciasis 
and rhinoscleroma: Map 
made with information 
from F. Cordero, L. Maz- 
zotti, and E. Barrientos. 


is still common in the rural areas of El 
Salvador. 

The geographic characteristics of this 
focus are well defined. In Guatemala the 
disease is frequently observed in the central 
and southeastern parts, while the northern 
and western regions are relatively free. In 
El Salvador there are definite foci in the 
departments of San Vicente, Usulitan, and 
Chalatenango. 

Altitude may possibly play a role. Que- 
vedo *? states that the disease in Guatemala 
is more common above 2,000 feet, and it is 
almost unknown in lowlands. Seventy per 
cent of his cases came from towns and 
villages above 4,000 feet from sea level. 

Racial factors appear to be of limited im- 
portance, but the disease appears to be 
encountered mainly in persons of poor per- 
sonal, hygiene. The disease does not seem 
to be particularly contagious. 

Clinically, rhinoscleroma passes through 
3 stages. A rhinitis period is followed by 
infiltrative masses on the septum, lower par? 
of the nostrils, and larynx; finally there is 
a nodular'stage in which the masses increase 
and become monstrous. 

Although the disease is generally con- 
sidered to be caused by the Frisch bacillus, 
Klebsiella, rhinoscleromatis, this organism 
has also been found in the nasal secretion 
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Fig. 6.—Rhinoscleroma : Advanced cas observed 
in San Salvador. (Photo by Oswaldo f amirez.) 


of healthy persons. Reyes ** of the 
opinion that rhinoscleroma is caused by a 


filtrable virus. 


Wa. 


Yazs.—Although common in “Vest In- 
dies and South America, yaws is Æ present 
rare in Central America and absert m Mex- 
ico. 

In Guatemala several endemic fœ, which 
existed 20 years ago, have become almost 
extinguished, and only 2 cases were reported 
by Cordero ?? in 1959 in Guatemzh City. 

In Costa Rica, El Salvador, Nacaragua, 
and Honduras, the disease has cEmost en- 
tirely disappeared. 

Until recently, the provinces c- Darien, 
Veregras, and Chiriquí of Paname bave had 
a high incidence of yaws, but, at p-esent, as 
the result of intense antiyaws cempaigns, 
the incidence of the disease has bear: greatly 
reduced, and only isolated cases are ob- 
served. 

Onchocerciasis.—Onchocerciasis. is an- 
other disease encountered in this »eg;on, in 


es 
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which a geographic study reveals interesting 
information. In this continent the disease is 
found only in a rather sharply circumscribed 
area in Guatemala and southern Mexico. 
Onchocerciasis is confined to those dis- 
tricts in which coffee is grown. There the 
climate is temperate and the altitude ap- 
proximately 2,500 to 5,000 ft. The vegeta- 
tion of the coffee plantations is semitropical 
and luxuriant throughout the year, and the 
area is irrigated by innumerable small 
streams in which practically all of the 
simalis breed. This day-biting, small-black 


fly which transmits the disease swarms in“ 


the coffee plantations to such a degree that 
they are known in Guatemala as the “coffee 
fly.’ 


The origin of onchocerciasis in Central 


America is not known. In Guatemala, where 


the condition is known as Robles’ disease, 
it is found on the southern slopes of the 
volcanic region and lying between the moun- 
tains and the southern coastal plains. 

Im Mexico the presence of onchocerciasis 
has been recorded in the southwestern por- 
tion of the country, in the mountainous 
villeges and coffee plantations in the states 
of Chiapas, Oaxaca, and Guerrero. The 
geographic and climatic conditions of these 
arecs are similar to those found in the 
endemic regions of Guatemala, as shown by 
Maczzotti.46 

The disease is found in all ages and all 
races, the incidence depending on the de- 
gree of exposure to the bite of insect vector. 
The collection of coffee berries is carried 
out from September to February. During 
these months the workers are more exposed, 
and the incidence of the disease increases. 

Martinez Baez # noticed that people with 
good personal hygiene and who are well fed 
do not often show the skin and eye com- 
plication, while those with a poor economic 
statis and who are undernourished develop 
the most severe symptoms of the disease. 

The incidénce of the disease is high. 
Cordero ?? states that he saw more than 200 
cases in the hospitals and private practices 


in 'suatemala City. 
f 
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Fig. 7.—South Amer- 
ican trypanosomiasis 
_ (Chagas’ disease). Case 
-. observed in San Salvador, 
PA oon edema of the 
eyelids. (Photo by Os- 
A L. waldo Ramirez. ) 


| One of the characteristics of American 
B atisi: is that the nodules are located 


"orm of the disease, these lesions are pri- 
. marily on the trunk. 
_ Besides the nodular lesions, other types 
= -Of cutaneous changes are observed in on- 
—chocerciasis. Facial erythema and edema, 
ie “erisipela de la costa,” are observed in the 
^. acute stage and may reappear periodically. 
_ In the subacute stages the infiltration takes 
= a purplish color (“mal morado”). The skin 
-— may be dry, scaly, and pigmented. In the 
E chronic stages there is no violet color, but 
Wr E the skin remains infiltrated. These lesions 
E were studied by Goldman and Figueroa 
| Ortiz,“ who also described lichenification 
.and eczematoid reactions. 
= Ocular involvement is a serious manifesta- 
^ tion, as it may lead to blindness. 
~ South American Trypanosomiasis 
= (Chagas Disease). —South American tryp- 
E- a anosomiasis, Chagas’ disease, widely distrib- 
-uted in Argentina, Brazil, and other South 
- American countries, is also encountered in 
- small numbers in Mexico, Guatemala, El 
. Salvador, Costa Rica, and Panama. The 
. disease is caused by infection with Tryp- 
3 E  anosoma cruzi and is transmitted to man by 
|... infected insects belonging to Triatoma or 
$ Rs related genera. 
E. Chagas’ disease is of interest to the derma- 
E tologist because there are several important 


Mr. 


^ - B * A á * vy 4 
rs Pree Ne Eon. i 
E t Te ae a! | | Ih os. 


Microsporum. 





! AR 
cutaneous changes. The earliest symptom — M 
is a unilateral edema of the eyelids, which — 


is known as Romana's sign. The skin of — 
the swollen eyelid? shows a reddish or — 
purplish discoloration. The regional lymph — 
nodes are enlarged. According to Bar- ~— 
rientos,2? the disease should be differenciated — 
from angioneurotic edema or a severe re- 
action to insect bite. The granulomatous 
lesion at the site of inoculation is called 
"chagoma." Urticarial and  morbilliform 
eruptions and erythema nodosum have also 
been reported during the course of Chaga’ 


disease. A 
ae 

Mycoses ee 

Mycoses, superficial and deep, constitute — 
one of the most important dermatologic ^. 
problems of this region. The number of . 


original and valuable contributions by der- 


matologists and mycologists of this area is 
e . pe 
immense, and no attempt will be made to — 
review them here. pr 


Superficial Mycosis.—T inea Capitis: ^ 
Tinea capitis is almost invariably among thet 
10°most common skin diseases. i 

Gonzalez Ochoa ** states that in Mexico — 
tinea capitis is caused by Trichophyton 
(usually T. tonsurans) in 90% of the people — 
and by Microsporum canis in only 10%. 
In a recent thesis, R. de Leon Caballero *?  . 
detected: an increase in the incidence of — 
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~ In Guatemala, M. canis was found bv D. 
— . Rivera-Bonilla © to cause 73% of -he cases. 
—— — In El Salvador this condition appears to be 
— less frequent than in other Central American 

countries; according to Barrientos," 96% 

of the cases were due to T. tonsvrans. E. 
. Fernandez !$ reported that in Honduras, 

microsporic infections predominate. In 

Nicaragua the disease is common, accord- 

ing to Irigoyen?* and Morales Etienne.®4 

Other Types of Tinea: Gonzalez Ochoa 
F stresses the frequency of tinea corporis 
f caused by Trichophyton rubrum in the 
warm and humid states around the Gulf of 
Mexico. He and Escalona ?? also stress the 
rarity of tinea pedis in the rural areas, even 
in the tropical zones, and especially in those 
who walk barefooted or with sanda s. 

The frequency of tinea unguis in tae rural 
- = areas, according to Gonzalez Ochoa.*$ con- 
~  . trasted with the rarity of tinea pedis, In 
- — Guatemala Cordero? also reports a high 
E incidence of onychomycosis, especially in 
- M patients walking barefooted. In Cos-a Rica 
Selano ?? reports that most of the nail.in- 
t fections were caused by T. rubrum. In 
be? . Nicaragua Morales Etienne *! repórts that 
involvements of fingernails were more çam- 
-.. mon than those of toenails. 
<a Tinea Imbricata (Tokelau): This super- 
_ fiial fungus infection caused by-T. concen- 
E tricum, is present in 2 foci; one in Mexico 
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Fig. &—Tinea E : 
cata (Tokelau) case ob- 
served in Guatemala, - 
(Photo by Jorge Close de D 
Leon.) au 
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and the other in Guatemala. Althou oh 
usua ly considered a disease of a war n A 
humid climate, Garcia Valdes ™ stresses that 
in Guatemala the disease is seen in a tem- 
perate climate, at 3,000 ft. to 5,000 ft. Le E 
titude, and in the northwestern section of ~ 
the country. Gonzalez Ochoa ** stated that 3 
in Mexico the disease is found in the = | 
tropical region in the state of Puebla. E 
Th s condition, with its characteristic con- — 
centr rings with overlapping scales, affects - E 
only the glabrous skin. It is extremely A 
prurific and stubbornly resistant to local E 
treatment. Recently Cordero” has reported — a 
success in its therapy with the administration oa 
of griseofulvin. Eo 
Pityriasis Versicolor: This condition m E 
extremely common in this area, especially .- 
in the coastal regions and the warmer trop- - PA D. 
ical sections. Gonzalez Ochoa states that m 
some coastal regions of Mexico the in- 
cidenc» is so high that almost half of the | E 
population is affected. Achromia parasitaria, 2 
the acaromic variety of this condition, is  — 
also very common. E 
An interesting type of the disease, the — - 
"black variety" or pityriasis versicolor |. a 4 
nigra, was regorted to be frequent in Nicara- - E 
gua by Irigoyen? and Morales Etienne! — E 
Mon lial Infections: Monilial infections — » 
are often seen in the warmer regions, such — 


T 


E. 
Li 





T m w 
Er Ar ntt: La. ut AP d 






A » é ` 
Mx : ELS 7 
S A 























x I than pityriasis versicolor. 

. Erythrasma: Erythrasma was seldom 
P entioned in the reports and does not ap- 
En: to predominate in the warmer regions. 

: Tinea Nigra: Tinea nigra was reported 
E = by Tapia ** in Panama. Gonzalez Ochoa ** 
—. mentioned some cases originating in Yucatan. 
X Deep M»ycoses.— The deep mycoses are 
; . relatively frequent in Mexico and Central 
: America. In most statistics received, they 
= constitute almost 1% of the new patients 
E. seen at out-patient clinics, and a much 
A = higher percentage of the patients hospital- 
E ‘ized. This latter is due to chronicity and 
^23 “the incapacitating nature of the conditions. 
3 - Sporotrichosis: According to Lavalle,” 
| . this disease occupies the first place among 
E deep mycoses in Mexico City. Aceves 
E reported that it constitutes the 
| 46. 7% of the deep mycoses observed in the 
state of Jalisco. Lavalle states that, although 
: | ihe disease is widely distributed throughout 
: Mexico, there appear to be some zones of 
- greater endemia. This condition is common 
a “as an occupational disease in the packers 
E E" pottery who handle contaminated straw. 
— Gonzalez Ochoa** and Lavalle% have 
Bore: new classifications of sporotrichosis, 
i am which take into consideration not only the 
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=~ polymorphous clinical appearance, but the 
E Systemic involvement and the evolution of 
E . the disease. Facial lesions, the nose being 
; 1 most commonly affected, are often observed; 
their frequency in children has been 
stressed by Latapi.9? 
E In Central America the condition is also 
». common. In Guatemala Cordero?? states 


3 ‘that 12 cases were seen last year. In El 
_ Salvador Barrientos? states that the con- 
; E dition is common in the workers of the 
j .. coffee plantations; Llerena %8 reported that 
= sporotrichosis followed the mycetomas in 
frequency, In Costa Rica, Bonilla-Dibb 5° 
and Solano ?? reported a high incidence 
| among the workers in the sugar cane fields, 
= — the carpenters, and woodcutters. 
E Mycetomas: Mexican investigators have 
E shown that 90% of the cases of mycetoma 
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are caused by Nocardia brdsilienses; other ^ 
species have also been reported. For this 
reason this condition is often referred to 
as nocardiosis. 


In Mexico mycetomas and sporotrichosis 
are the most common deep:mycoses. Latapi © 
reported its great incidence in the male rural _ 
worker, and its predilection for the lower — 


extremities, although involvement of the E. 
dorsal regions is relatively common. Latapi 
has administered sulfones with satisfactory —— 
results. Recently, griseofulvin has been re- — 
ported to be effective in this condition.?! 223 

In Guatemala Cordero? reports that — È 


mycetomas are less frequent than chromo- 
blastomycosis and sporotrichosis. In El 
Salvador Llerena #8 reported that mycetomas 
are seen to be the most common of the deep 
mycoses. 

Chromoblastomycoşis: Chromoblastomy- - 
cosis exists in Mexico and Central Amer- ` 
ica, although less frequently than the 
mycetomas and sporotrichosis. Its highest 
incidence appears to be in Costa Rica, and, .. 
according to Trejos,® this accounts for about is 
15% of all the cases reported in the litera- M 
ture. It is usually seen in rural workers; 
the lower extremities are most affected. 


In El Salvador Ramirez 9? and Llerena 5$ 
reported several cases. In Nicaragua lri- + 
goyen?5 reported about a dozen cases, ag 
mainly of the lower extremities and but- 
tocks. In Panama Tapia !* states that chro- 
moblastomycosis is the most common of the 
deep mycoses. 


e we 
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Coccidiodomycosis: Gonzalez Ochoa f? 3 
states that this disease is as important in > - 
the asid and desert areas of northern Mex- — 


ico as it is in the southwestern part of the — — 
United States. Lavalle 5* reported another ^. 
focus farther south. 


Other* Deep Mycoses: North American 
and South American blastomycosis have 
been reported in isolated cases in this re- — 
gion. Histoplasmosis, according to Gonzalez — 
Ochoa, seems to be increasing in frequency — 
in Mexico. 
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Excerpts from Personal Communications A regions. The same is also true in dine 4 


24 - Francisco Marquez *? from Mexico City 


° “pated: 
£ With respect to the polymorphous light- -erup- 










i SE the photodyránie and photosensitizing actions 
-peculiar to these conditions, and second, the role 
-played by nutritional deficiencies, predominantly 
— Vitamin B and protein. These combined factors 
iE do produce pure melanosis characterized only 
zw £56 
x by disturbances of pigmentation. The classification 
j of these is not certain, but they could temporarily 
. be classified among the dermatoses of Rhiel. 

dl The patients almost invariably give a history of 
a diet consisting of 50% or less of the required 

iH 7 proteins and Vitamins A and B. There is hypo- 
Au tension, microcytic anemia, chronic asthenia, and 
. fatigability; liver function tests are positive in 
3396 of the cases. These findings indicate that 
e i many patients with this melanosis present either 
e. precirrhotic status or a functional adrenal in- 
| d vsuiciency in both cases of nutritional origin. I 

“have treated many patients keeping these factors 
in mind, with excellent results. 

In my private practice the 10 most common 
. skin diseases are: acne (12.9%); contact derma- 
js itis (8.2%) ; vitiligo (5.1%) ; tinea capitis (4.5%) ; 
oe : atopic dermatitis (3.7%) ; melanosis, face and neck 
(3.6%) ; lichen simplex (3.5%) ; psoriasis (3.0%) ; 

— tinea pedis (2.5%); light-sensitivity eruptions 
(24%). 
<- Yolanda Ortiz *® of Mexico City, dele- 

gated to collaborate in this study, stated: 
= . The clinical varieties of solar dermatoses are 

— most interesting in our country. They are very 

. — frequent since a great part of our population 
lives on a plateau at a rather high altitude, where 
the sun’s rays appear to have some definite 
characteristics. We see solar erythema, prurigo, 
and even dermatitis. Of this last, there are 2 
clinical varieties—the hypochromic of the extensor 

= . aspect of the arms with numerous depigmented 
¿= small lesions; and the one of the exposed parts 
~. of the body, face, “V” of the neck, and dorsa of 
_ the hands, with a definite polymorphous clinical ap- 
pearance. This latter type is very stubborn to 

—— therapy. Another characteristic of the cases is 
their tendency to residual pigmentation. 

* Another interesting observation is the greater 
- frequency of basal-cell epithelioma and erythro- 
. derma in patients from the state of Michoacan, 
__ possibly related to an increased arsenic content 
of the water. 


Ernesto Escalona ?? from Mexico City 
Stated : 


Tinea capitis due to Trichonityton: especially 
| predominates in patients coming from the coastal 
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(T. rubrum). Tinea pedis is practically 
seen in farmers walking barefooted or 
“huaraches.” ^ EA Eu 
Vitiligo is common. Recently I age seen, | or 4 
some unknown reason, many cases from the state ¢ DE 
Jalisco and Yucatan. Cutaneous tuberculosis is less — 
frequent than previously, possibly due to bette ded i 
general health conditions and the effect o th ^g 
newer medications. Psoriasis appears to me. to be | 


less frequent than in other countries; it is - n 
more in the higher economic classes and inc the i 
obese. : NEL 


E 78 e 

Jorge Penhade? Osorio ! from Mex CO, 

AE 

City stated: ca 

As to ou dermatoses, which are in: as : 
creasing in number with the rapid industrializati t n, = 

the largest number of patients are seen from the od 

rubber industry, especially in the marita ; 

of rubber tires, vulcanization, etc. In our work ee 

it is common to observe solar dermatoses, especial x 


I have observed many more cases of the lich e - 
planus-like eruption in workers handling chemic: 
in the process of color developing. : 


A. Gonzalez Ochoa 5 studied gie dr 
cidence of most common skin diseases. X 3 
different centers in Mexico City. He stated: 


A survey of the incidence of the most com no n » e 
dermatoses under 3 economic and social condition ns 
showed that 8 dermatoses were constantly present — 
among the 10 most common skin diseases observec $ M 
in the 3 institutions. They are dermatophytosis, , 

pyodermas, neurodermatitis, prurigo, vitiligo, acne, 
contact dermatitis, and verrucae. Another © il 
scabies, chloasma, pitvriasis alba, seborrhea, actino- - 
dermatitis, and cutaneous tuberculosis, were ob- ~~ 
served freqquently in 1 or 2 of the dermatologi E Fi 
centers studied. z NE 


Raul Aceves Ortega ® from Guadalajara, - 
Mexico, in a study of pediatric lematbgy, | 
stated : [c 

The 9 most common dermatoses observed were 
bullous impetigo (11.7%); contact demana E 
(10.9%); tinea capitis (10.9%); dry impetigo 
(10.4%); acute prurigo (10.2%); pustular im- | E 
petigo (4.9%) ; folliculitis of scalp (4.1%) ; vitilige T 
(3.5%) ; scabies (3.5%). E 

In a survey of 5,000 cases, including adufisid 


ent 


"E 
children seen in our hospital Out Patient Clinic, - te 
showed the following incidence: contact derma- V3 x 
titis (13%); einea (all types), more than h alf 3 
tinea capitis (10.6%); impetigo (7.1%); ac av 
prurigo (4.196) ; the “leg complex" (3.7%) ; solar - 


dermatitis (3.5%); parasitic diseases (3. 4%) 5 | s € 
pellagra (3.4%) ; A in (3. 2%). TOR Xd 
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Fernando Cordero? from Guatemala 
f Ot. stated : ' 
E: -. I have observed a large number of cases pre- 
.- senting reactions to BCG, following a mass vac- 
S] S cination in 1956 and revaccination in 1957. A 
w total of 1,245,000 healthy persons were vaccinated. 
: ct have seen 1,200 presenting some type of reaction. 
| The localized form, adenolymphangitic, adenitis, 
-. cutaneous (lupus vulgaris, scrofuloderma, verru- 
- cosa cutis type) and Koch phenomenon, was very 
common. There was one acute systemic reaction 
E E which responded to treatment and 2 fatal cases in 
> adults. Eighty per cent of the adenitis and 
a - periadenitis, lymphangitis, and subcutaneous ab- 
^. scesses were seen in children from 3 months old 
B to 5 years of age. A publication on this subject 
7. isin press. In my practice I have seen this year 
ag a large number of onchocerciasis, tinea capitis, 
^ GS onychomycosis, epidermatophytosis, polymorphous 
- light-eruptions, contact dermatitis, many of them 
E. peneurational and Tokelau ringworm. 
. Jorge Close de Leon ?* of Guatemala City, 
b. tited.. 
"es ee Pityriasis alba is present on the face in about 
a 70% to 75% of children in the public schools. 
~The pure-blooded Indians have a pronounced 
" E ondericy to hyperpigmentation due to different 
A causes. Chloasma and postinflammatory pigmenta- 
- tions after minimal traumas are common. Atopic 
E dermatitis and seborrheic dermatitis are also com- 
E mon. Contact dermatitis, dermatomycosis, and 
E g _pyodermas are everyday problems. 
Sm EX Actinic dermatitis is seen frequently in adults 
“and children. I have seen several cases of the 
E severe bullous form. The 10 most common skin 
E diseases observed in my practice are: dermatomy- 
£ cosis (all types) (10%); acne vulgaris (9.2%) ; 
. contact dermatitis (8.196) ; seborrheic dermatitis 
(7.096) ; vitiligo (5.7%) ; lichen simplex chronicus 
.- . (5.096) ; verrucae (4.0%) ; alopecia areata (3.2%) ; 
~ . atopic dermatitis (2.3%); psoriasis (2.0%). 
E Hernan Corrales? from Tegucigalpa, 
— Honduras, stated: 
* Psoriasis and seborrheic eczema are common. 
= , They constitute about 3% of private practice. 
-^ Atopic dermatitis in all its forms is also common. 
v — Acute infantile prurigo, which in Central America 
ae » is. very common, is probably, in some cases, due to 
.. food (eggs, chocolate, milk and its derivatives) ; 
Others disappear when the patient moves to a 
EM different climate. 
Y 5 In Honduras, leg ulcers, of varicose and post- 
å E ‘phlebitic origin, are a real social problem. Ex- 
tremely advanced and incapacitatigg cases are 
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Es very common. 

E 5 E . Eduardo Fernandez !9 of Tegucigalpa, 
- Honduras, stated: 
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3 p. The common skin diseases, acne, psoriasis, lichen 
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planus, eczemas, etc., are seen in the une fre- 


quency as in the rest of Central America. Nutri- EN 


tional factors seem to be extremely important in 
many skin diseases. Cutaneous tuberculosis, es- 
pecially scrofuloderma and lupus vulgaris, is often 
seen. Pellagra is common in the poorer classes. 
Chronic leg ulcers often improve with proper 
diet. 

Polymorphous light-eruptions are exceedingly 
common. It is interesting that another disease 
affected by sun, xeroderma pigmentosum, is very 
common in Honduras, some farmers' families hav- 
ing 2 or 3 children with the disease. 

Papular urticaria, caused by insect bites (es- 
pecially fleas), is extremely common in children. 

Eduardo Barrientos ?? from El Salvador, 


stated : 

In our country we see practically all the common 
dermatoses. Our tropical sun is responsible for 
a variety of common dermatoses, such as poly- 


morphous-light eruptions, dyschromias, and hyper- M 


pigmentation posterythema solare. 
Superficial mycoses are frequent; scabies has 
entirely disappeared. Some dermatoses produced 
by insect bites (culex, simulium) often produce 
clinical pictures which are difficult to diagnose. Á 
Antonio Carranza Amaya?* from San 


Salvador, E] Salvador, stated : 

The 10 most common dermatoses in my practice 
are: tinea (all types) (15.2%); allergic derma- 
titis (12.7%); acne (6.3%); seborrhea capitis 
(4.6%); syphilis (4.596) ; pityriasis versicolor 
(4196); furunculosis (2.9%);  melanodermias 
(2.6%) ; neurodermatitis (2.596) ; varicose ulcers 
(2.3%). . 

Oswaldo Ramirez 9? from San Salvador, 
El Salvador, stated: 

Seborrheic dermatitis is more frequent in the 


warmest months (March, April, and May) when i 


excessive perspiration seems to be an aggravating 
factor. In venereal diseases, gonorrhea, syphilis, 


. and lymphogranuloma venereum predominate. 


Carlos Irigoyen? from Managua, Nic- 
aragua, stated: | 
Nicaragua is located in the tropics, and many 
factors ,affect the incidence of skin diseases. One 
of them is the “tropical skin," similar to “sailor’s 
skin." 'The skin is greasy with a dull yellowish 


a 


: UO M 


hue. Rosacea, lupus erythematosus, and pemphigus e 


are rare. Urticarias, prurigos, and eczemas are 

common. Among the deep mycoses, actinomycosis 

is fairly common. I have seen 2 cases of sporo- 

thricogs, about 10 of chromoblastomycosis, and 

several cases of nocardiosis. nS 
Armando Morales Etienne ?* from Mana- 


gua, Nicaragua, stated: 
The deep mycosis, leishmaniasis and pinta are 
observed in patients coming from the damp forest - 
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i5 the Atlantic ‘coast. They are sae lumber- 
ee jacks and laborers of the banana plantations. 
— A  Light-sensitivity eruptions are not common in 
> .- farmers, but are frequently observed in the cities 
among workers in the open markets and street 
vendors. Lupus erythematosus is almost always 
seen in people of the middle class in the warmest 
cities. | 
_ . "The 10 most common skin diseases are: pityriasis 
versicolor (12.2%); dermatomycosis (11.9%) ; 
NT Wy eczemas (6.6%) ; acne (6.3%) ; moniliasis (4.5%) ; 
9 CE leprosy (3.6%); pyoderma (3.3%); vitiligo 
— (2.0%); contact dermatitis (2.896) ; tinea capitis 
. (2.796). 
Elias Bonilla Dibb 5? from San Jose, 





S — — Costa Rica, stated: 

Es In private practice the predominant diseases are 
e -~ seborrheic dermatitis, neurodermatitis, and contact 
dermatitis of the hands. 

E: ic Sporothricosis is seen at the time of the harvest 
22 Of sugar cane, and it is 10 times more frequent 


. than chromoblastomycosis. Sporothricosis is ob- 
served primarily on the face. Solar dermatoses 
are very frequent on the central plateau, and are 
--..  .seldom seen on the coast€ The solar prurigo type 
is more frequent. It is also common to see sebor- 
; rheic dermatitis with  light-sensitivity. Lupus 
erythematosus is rare. 
. — The most common skin diseases in my practice 


are: contact dermatitis, impetigo, varices and 
p varicose ulcers, seborrheic dermatitis, verrucae, 
¿~ —. solar dermatoses, and psoriasis. 

—.  . Elfren Solano? from San Jose, Costa 
— — . Rica, stated: 

Pi . . " . 
E Psoriasis, seborrheic eczema, acne, and atopic 
.  . . dermatitis are common in all social groups and all 
E _ climates. Lupus erythematosus is rare. Skin 
E cancer is relatively common. Verrucae vulgaris is 
E a real problem in children. In a visit to a school 
B. with 350 pupils, 80 children had warts; 2 of the 
— teachers were also affected. 

E- For about a year we have had an epidemic of 
|. prurigo. Ninety per cent of the children seen in 
M private practice and in the hospitals have presented 
. ^. this condition. This coincides with an epidemic 
=. Of a large black flea resistant to the common 
=  . insecticides, which has invaded the homes of all 
P economic classes. The average diet in Costa Rica 
M is poor in Vitamin A, and cutaneous manifestations 
E of this avitaminosis are common. 

E. Frederick Schmidt, formerly from Chi- 
-. . . cago, at present in San Jose, Costa Rica, 
= Stated that according to altitude we find: 
——  . 4) In the Tropical Lowlands (coastal regions) 
> much fungus and pyogenic diseases, especially 
Pie: Tinea versicolor, impetigo, etc.; less actinic der- 
E  .  matosis than in the Mesa Central, also filarial and 
E x streptococcal elephantiasis; much arthropod urti- — 
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caria,. and in Pareidat E Er and adults, ide er my 
matophiliasis caused by Tunga penetrans. A VR T1 
b) Intermediate Zone (1,500 to 3,200 te L 

Leishmaniasis is found here where the Phlebotomus 
thrives. I believe that the altitude has an effect 
on the invading parasite, rather than in the hos "E 
Chagas' disease and sporothricosis abound in| his - 
zone and wherever there are sugar cane f s ls, 
etc. iS 
c) The Mesa Central—Apodemic and arthrc EL. , 
prurigo (practically none from food). A ch Be 
2 


* 
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in recent years has been noted from pyogenic 2 
fungus dermatoses to more “cosmopolitan” dei 
matoses, such as alopecia areata, neurodermatitis, 
lichen planus, due to an increased tempo of life. 
There are a greater number of eruptions due t 
light-sensitivity, among them, the spotted achten » 
achromias. iot 3 
E. N. Boccanegra Lopez *? from Panama 
City, stated: E. 
The most common skin diseases among the young. ; 
is acne vulgaris, influenced by nutritional anc ES. 
endocrine factors and lack of hygiene, etc. Psoria ir 
sis is rare and at times atypical in its appearance = 
and location. Lupus erythematosis is relativel y 
rare. E 
In my patients with eczema, which is very pa 
mon here, I have found that the nutritional factors - 
are very important. The population of Panama | 
consumes great amounts of lard and pork, which 
causes seborrhea, seborrheic dermatitis, and eczema — - d 
of the legs; these are usually controlled by a diet =. M 
free of solid animal fats and the use of vegetable ` C 
oils instead. s s Pr S 
Dr. Arturo Tapia™ of Panama City, a 
Panama, stated :. ES 
The "common" skin diseases are essentially the xs 1 
same as elsewhere. Contact dermatitis, eczemas, 
acne, superficial mycosis, pityriasis rosea, sebor- — E. 
rheic dermatitis, lichen planus, miliaria rubra, and | 
benign tumors constitute the bulk of the derma- B 
tologic practice. Psoriasis is not very common in E 
Panama City, but it is in the provinces of E E 
Varaguas and Chiriqui, which have mainly a white _ 
population. Cutaneous carcinoma is common in- MN 
these provinces and very rare among the Jamaica V S 
Negroes of Panama and Colon. Solar dermatitis 
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in its lichenoid, hypochromic, and eczematous form . 


is very common. In my practice the most. com- . E 
mon dermatoses are: eczema, dermatitis, superficial — 

mycoses (especially candidiasis), acne, pyodermas, © E 
seborrheic dermatitis, solar dermatoses, tumors, - 

“Jeg syndrome," miliaria da herpes simplex, and; E 

herpes zoster. | 

* T 

Summary and Conclusions —— E 

Under the name of geographic dermatol- | oe 
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EM disease is presented. dt takes into 


tors, such as "altitude and climate, etc., 
he | socioeconomic status, and the personal 
i isceptibilities of the inhabitants of a given 
pe sector in its relation to the oc- 
'urrence of skin diseases. 


3 - Following these doctrines, an attempt to 
| survey the most common dematologic prob- 
^ Jems of a geographic region, comprising 
Mexico and Central America, is presented. 
z It is realized that this task is immense 3p 
_ therefore, this report is, of necessity, i 
eo j nplete. 

A This survey is primarily based on ex- 
tensive personal communications from der- 
mi atologists from this area. They have many 
oes s of experience with their local regional 
problems, and have largely contributed to 
> knowledge of the different subjects dis- 
Cue 

| The effects of geographic and the socio- 
a ~ economic factors were evident in the survey 
E. T. of the pattern of dermatoses. The incidence 
" and type of the most common dermatoses 
Eve vary from country to country, 
> Within different sectors of the country, and 
rom rural to urban areas. 


Mri 
kf ty , 


— - No definite conclusions can be reached 
pat present as to the influence of the ethnic 
. factor, with the possible exception of greater 
| t 3 Eos pigmentary disorders. Many der- 
-. matoses common in the indigenous population 
y Ge ippear not to reflect a racial predisposition, 
: | but the effect of environmental conditions, 
E diet, etc. 
- The altitude and climate play a dominant 
= in the frequency and severity of many 
E dermatoses in the area. Along the coastal 
"regions and at low altitude, fungus and 
| | pyogenic infections are frequent. Tinea 
versicolor i is exceedingly common. At higher 


| - eases, such as psoriasis, acne, seborrheic 
ra ind atopic dermatitis, in general, appears 
E^ to. be roughly the same as in other areas. 


c 01 ntact dermatitis due to medications, 


* ARCHIVES C OF DERMATOLOGY 
plants, or of an occupational iatare seems to 
be steadily increasing. 

The impact of the nodem Metapy of 
treponematosis has reduced considerably the 
incidence of pinta, and especially yaws. 
Griseofulvin has facilitated the therapy of 
tinea capitis, making the formerly used thal- 
lium acetate and roentgen rays epilation 
unnecessary. Conditions notoriously resis- 
tant to therapy, such as Trichophyton ru- 
brum’s cutaneous and nail infections and 
Tokelau ringworm are responding to this 
medication. 

Some diseases peculiar to the area are 
related to geographic factors, especially to 
the habitat of the insect vector, such as 
leishmaniasis and onchocerciasis. Others, 


like pinta, leprosy, and rhinoscleroma have 


a fairly well-defined geographic distribution, 
but the reason for such a localization is not 
clear, and other factors, besides the geo- 
graphic ones, may play a role. 


Leprosy remains a problem in this region, 


especially in Mexico. The high incidence 
of Lucio’s form of the disease in Mexico 
and Costa Rica is still unexplained. Mex- 
ico, for over 20 years, has practiced a more 


human approach to the management of this 


disease, rejecting drastic measures and bas- 
ing it on early diagnoses and treatment. This 
policy, under the leadership of Latapi, is 
now almost universally accepted, and it is 
followed in most Central American coun- 
tries. 

The high incidence of the deep mycosis 
in this area is striking, especially mycetomas 
and sporothricosis. In Costa Rica chromo- 
blastomycosis is common. 

. Same diseases peculiar to this region have 
a definite occupational connotation. Leish- 


maniasis is seen in chicle workers and wood- 


cutters of the virgin forest; onchocerciasis 
affetts those employed in the coffee planta- 
tions; sporotrichosis is seen in packers of 
pottery, sugar cane workers, woodcutters, 
and tarpenters; chromoblastomycosis and 


mycetoma are common in farmers and rural 


laborers. 
Among the group of cutaneous RERET 
in which the socioeconomic factors appear 
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-  . to play a predominant role are the tineas, tion, the vee affarts of 1 pu lic calth 

| pyodermas, parasitosis and their related authorities, together with the increased xf re 
prurigos, nutritional disorders, and occupa-  fectiveness of modern medications, will 

S tional diseases, especially those of rural decisive factors in such a change. This shi 

eae OFIGIN. of the pattern of dermatoses from a ric 

E . Following the socioeconomic skin dis- low- -economy type to a more WEN I 

kt eases, the 3 most important groups of der- type is already evident in some larger citi 


=- matoses in this geographic sector are the 
- pigmentary disorders, the actinic derma- 
— toses, and the nutritional diseases. 





cw X Among the pigmentary disorders the high 
Es . incidence of vitiligo, chloasma, and some 
—. nondescript pigmentary conditions of the 


face and neck is striking. 

Polymorphous light-eruptions are very 
common, and different types have been de- 
scribed, some of which, like the follicular 
lichenoid type and the spotted actinic achro- 
mia, appear to be characteristic of this area. 
. Tt is interesting to note that the incidence 
Ee of lupus erythematoeus in these regions, 

where light-sensitivity eruptions are com- 
mon, is not high. 

| The nutritional factors appear to play a 
= > predominant role, not only in the develop- 
ment of diseases directly related to mal- 
nutrition, but possibly, also indirectly in the 
mechanism of pigmentary disorders and 
light-sensitivity eruptions. Even in diseases 
of parasitic origin, such as leishmaniasis, 
the nutritional status, as shown by Pena 





& — Chavarria,®* affects the clinical picture of 
E |... the disease. 

ak The triad of nutritional pigmentary and 
x 


actinic dermatosis seems to be interrelated, 
. . and it is an important field of research in 
E which the dermatologists of this area may 
offer valuable contributions to our specialty. 
Research in this field has been hampered 
by lack of economic facilities required for 
E. well-planned and well-controlled investiga- 


pr tions. Substantial financial assistance, in the 
form of grants to the existing institutions, 


E would result in much valuable data as to the 
| pathogenesis of these conditions. 

| It may be anticipated that in the present 
.  . decade definite changes will develop in the 
ies pattern of cutaneous diseases in this region. 
$ The rising living standards of’ the popula- 
tion resulting from increased industrializa- 
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dermatoses will open new fields of inve sti 
gation, which not ay would benefit s 


deter 
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debes v ABSTRACT OF DISCUSSION 

D Dr. V. PAnpo-CasTELLo, Havana, Cuba: Climat- 
eS. ic, racial, and occupational factors influence the 
2- incidence of disease in different parts of tae-world. 
n, . The Americas offer an interesting kaleidescopic 
o -.  wariety of clinical entities in relation to jhe 3 
b. principal races and mixtures of them which make 


up the population, that is, the white Nordic and 
— . the white Southern, the Indian, and the Negro; 
E .. also, to the location of these races-in the*eoastal 
-. . plains, in the mountainous West, and then in the 

. adjacent more or less isolated groups of islands, 
particularly those of the Caribbean. 

The influence of occupations is very plain in 
many instances, as the prevalence of parasitic 
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conditions due to fungi in the agriculturally em- ^ 
ploved and the prevalence of dermatitis and o: a 
toxic conditions among the industrial workers. _ 

The racial side may be better illustrated wit 
the example of pinta among Indians and Negroes 
and the sensitivity to sunlight and wind among 
those of Nordic ancestry, especially those w H : 
work in the rural areas, resulting in a higher 
proportion of skin cancer. One must not forget — 
the presence in some parts of the American co ni i 
nent of the vectors, some known and some still - 
unkmown, and of the other modes of transmission on. 
of systemic diseases in certain locations, c 
in tae case of the deep mycoses, filariasis, onch 

das Jas 
cerczasis, leishmaniasis, and others. — ^ 3 

Mexico, Central America, and Colombia have ^ 
probably the largest number of pinta palio m y 
the American continent, although, with the bei i Per 
penicillin in large doses, this disease is now. M 
unde- control. In. the coastal plains and. in t 
junges are found such conditions as leishmania 
and the deep and superficial mycoses. 2 

The lower parts of South America, Argentina, - i 
Uruguay, and Chile, offer little in this respec T b. 
their dermatology being of the European type of . zi 
condicions, with a small sprinkling of local dis- - 
eases Brazil, of course, is a Pandora box. ot 3 
the most interesting diseases, among which are the | 
deep myeoses and a very peculiar type of pem- 
phigus, known under the name of fogo selvagedia a 
(wild fire), prevalent in the jungles of that im- ^ ? 
mense country. To the treatment and control of. | 
this lest eondition, they have erected a magnificer e ^ 
hospital and research center, the Ademar de Ba Os | 
Hospital in Sao Paulo. A visit to this institutior Ve 
was a revelation to me and to the few others from | 
our dermatological centers who have visited ther e. - 

Concerning the racial situation, Argentina, — 
Chile, and Uruguay have hardly any mixtures of : 3 
races. Negroes are rare, and Indians are confined A 
to a :ew localities in southern Chile. Brazil ! | 
a large Indian population in the rural areas 2 an nd 
a large proportion of Negroes in the cities. Pert dr 
has th» doubtful distinction of having an autoc i 
thonous disease, verruca peruviana, located in. 
the mountainous part of the country, a serio is 
disease with distinctive cutaneous manifestatio ns 5 
and a systemic hematic phase, often fatal. In recent - 
years, the control of the vector of Bartonella . 
bacilliformis has resulted in a marked reduction 4 
of cases of this disease. a 2 

Now just a few remarks about the Caribbean - | 
area where I was born and where I have spem "3 
my scientific life. The isolation of these islands 
has kept them free of the most serious diseases 
seen im Centfal America. The deep mycoses are | 
practicelly unknown in this area, perhaps repre- -` n 
sented only by chromomycosis, which may have a ^ 
systemie phase, according to recent researches in S 
Cuba; pinta, or mal del pinto, and yaws, or fra 
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A, now going. well 
o per icillin. therapy ; and fi i inati: a peculiar type of 
- follicu litis decalvans among agricultural workers. 
A ol congratulate Dr. Canizares on his excellent 
= s , which is a valuable contribution to geo- 


Jape and hope that our cultural, 


: Dr. ORLANDO CANIZARES: I want to stress that 
E Dr Lain did an excellent study with the full- 
E looded Indian in Oklahoma, years ago. This type 
f research has not been performed in Mexico or 
Eo entral America and would yield interesting re- 
psu ts. This investigation would make it a require- 
Vua nt to separate the environmental conditions 
: those purely ethnical characteristics, since 
~ both are closely related. Dr. Obermayer may be 
E n eht—the actual incidence of vitiligo is difficult 
m determine, and possibly those with more pig- 
p ited skin may be more concerned about it. Dr. 
Carrion mentioned lupus erythematosus. It is 
interesting that in some areas at high altitude, 
a pd polymorphous light-eruptions are prevalent, 
us erythematosus does not have a high incidence. 


RET wish to reiterate that any merit that this study 
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= xico and Central America, who so generously 
cooperated in its preparation. 


Dr, EvERETT S. Larn, Oklahoma City: About 
e-third of the full-blooded Indians in the United 
States, 56,000 or more, reside in Oklahoma. It 
th ; my privilege, from 1910 to 1913, to make a 
“clir nical survey of several thousands of these, and 
thi s: survey was published in The Journal of the 
A American Medical Association, July, 1913. There- 
<a Dr. Canizares very kindly invited me to 
discuss the relationship that might exist between 
 red-pigmented Indians of Oklahoma and those 


E ae 


Era comparisons horé: 
a td first survey was made in 1910 to 1913, and 


then again, accompanied by Dr. Howard Fox in 
E 933, , when we examined 3,000 more. First, we 

ote ted that the Indian does appear to inherit or 
eq lire, to a certain degree, an immunity to cer- 
ain "external disorders. These conditions seem to 
Sex ist until they intermarry with white people, 
ter which their offspring develop similar condi- 
ns of the so-called “palefaces.” However, they 
d Eo indications of having a high skin resistance 

to certain diseases, probably because of the dif- 
er ence of climatic conditions. Oklahoma’s altitude 


Ro only 1,000 to 3,000 ft. 


ped shall not discuss the distressing number of 
fm Ga ses observed of trachoma, tuberculosis, and more 
enm icularly, that of the cervical glands, known 
TEN _ lupus vulgaris, of which the United States. 
Pu Ib lic Health Department has long since taken 
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We were especially impressed Adi the sprite PIRA 


info o bl ivion thanks “to 


: ~ may have belongs primarily to my friends in 


“of cases of prurigo, even prurigo modularis, and A 
it was not of the infectious or contact type. Con- 
sidering their poor hygienic conditions and environ- 
ment, we were further impressed by the infrequency 
of the ordinary parasitic and bacterial infections 
so common to the younger people or white children. 


However, the most striking observation we 
noted was that we did not see a single case of 
pellagra—and this survey was made prior to the — 
marvelous and revealing work of Goldberger and — 
others of the U.S. Public Health Department on 
food and nutrition. NR 

Again, we did not see a single case of skin č 
cancer, not even a case of senile keratosis, al- e 
though most of our examinations were of adults, 
many of those examined even nearing the century 
mark. 

Dr. Saylor of the U.S. Indian Public Health 
Service did report to me that at the Kiowa and  - 
Comanche Hospital, Lawton, Oklahoma, records = 
show 2 cases of basal-cell cancer. Only one of | fe 
those, however, might be interpreted as full-blood. 









Finally, may I sugges, that a further study of. 
the deeply pigmented aborigines of the United. que 
States, as well as those of the Latin Americas, p i 
still offers a very fertile field for a further study ls EN 
of racial and climatic factors in dermatological - Bear: 
eruptions, Shien 

Dr. Grorce C. ANprews, New York: I wish | 
to compliment Dr. Canizares on a most interesting — 
paper. As Dr. Pardo Castello pointed out, the —— 
localization of verruca peruviana to certain parts |. A chy 

of the Andes Mountains is because the vector that aie 
transmits Bartonella to produce the disease in one E 6 
of its life cycles is a parasite that lives only ona — 
plant that grows in the high altitudes of the Andes. | 


Frederick Schmidt, who, as Dr. Canizares stated, - 
lives in Costa Rica, told me that high in the en; 
mountains there, a localized type of leishmaniasis - = s A 
resembling oriental boil is encountered, ess m NA 
in the lowlands, it does not occur. In the low n7. AN 
lands, typical cases of mucocutaneous forms of 
American leishmaniasis are seen more frequently 
than in the higher altitudes. 

Dr. M. E. OBERMAYER, Los Angeles: Anthro- 
pology and medicine have been moving closer and — 
closer to each other. The advantages of such à 
rapprochement are obvious. Disease and the socios - 
econgnic setting of a nation are closely interf - 
woven, and historical developments are decisive - 
in the formation of national personality traits. 

In Mexico over the last few years, brilliant | i 
studies*have been carried out by psychiatrists on V ste 
the psychodynamics of the Mexican as an individ- A HS 
ual and of the nation's collective unconscious. ks e X 

Dr. Canizares' paper—it is really a 40-page. I 
monograph which he was kind enough to let fet 
read and return—is a Bp. in the right direction. 
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i . addition to the survey of the area's geography, 
an evaluation of the early history of these highly 





“the Spanish conquest had on them. Naturally, the 
. ^ scope of Dr. Canizares’ study did not leave suf- 
zs : ficient room for a ‘consideration of the historical 
IMPER background against which medicine, as we know 
E dt today, developed in the countries of our neigh- 


d our d atm medicine was built was solid and broad, 
E. and the physicians at the time of the conquest and 
-the century which followed did by no means have 
= to start from scratch. Medicine of that era was 
— — that of contemporary Spain. Fortunately, the 15th 
and 16th centuries were the time when Spanish 
E 2 medicine, enriched by the extraordinary knowl- 
edge of the Arabs, led by Avicenna, was at its 
= very peak; so it is not surprising that important 
. medical works were published in New Spain as 
i ? early as 1570. Even as late as 1804, Spanish med- 
EAS i icine made an extraordinary contribution to the 
pag of the inhabitants of the "Indies" by the 
<- famous vaccination expedition headed by Balmis, 
which resulted in the protection of a large portion 
. of New Spain against smallpox. 
There are 2 items in Dr. Canizares’ paper on 
= which I would like to comment. One is his state- 
——— ment that the distribution of leprosy “is possibly 
c ; 3 related to the path followed by the Conquistadores.” 
_ Of course it is, for it was they who brought 
- leprosy: to this continent. The other item concerns 
 . vitiligo. Dr. Canizares has stated that vitiligo is 
exceedingly common in Mexico and Central Amer- 
d . ica, and he ascribes this increased occurrence to 
- the racial background. This I do not believe, and 
E EV I doubt that Dr. Canizares is able to furnish 
am -. proof for this assumption. It is more likely that 
the apparently greater incidence of the disease 
3 . can be explained by the dark complexion of the 
SM E inhabitants. They pay attention to depigmented 
PERI spots Lagi they are so obvious. In addition, 
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apt bait: ‘iméritical association which equates depigmenta- 
. tion and leprosy in the minds of the uneditcated. 
- In contrast, in the United States, there are prob- 
vC thousands of cases of vitiligo occurring in 


3 attention because the cosmetic defect is hardly 
2 p noticeable. 

` The synopsis which you just heard does not do 

. justice to Dr. Canizares’ paper. In order to realize 

. the broad scope of his work, it must be fead in 

p — full. 

Dr. Arturo L. Carrion, San Juan, Puerto 

.. Rico: I have heard with great interest Dr. Can- 

HPA _ izares’ paper, and coming from Puerto Rico, which, 
3 : E ES les kaby is a tropical island, I would have 
2 tara . 
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very fair-skinned persons who do not seek medical: 


for a very interesting presentation. 
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qs n to say about mai y of the topics | pee et 
cussed. The subject as a whole is. of the utmost. 
importance in view of the rapidly ipt 
tions between this country and. other | 

















increasing Mettre from those regions Xa 
United States and vice-versa. 


There are a few diseases which I believe shoul 
be added to the list presented by Dr. Canizar 
One of these is lupus erythematosus of both th 
discoid facial and chronic disseminated 
regret to have been unable to engage in statisti 
work, but from the experience one gets through ~ 
many years of dermatological practice, I B e 
gained the impression that this disease i: is T 
more common in Puerto Rico than in most of $ 
clinics I have visited in continental United States. 
This is probably due, among other things, to- the | 
greater amount of sunlight in the island. From. 
comparative experiments done several years ago c n E 
the ultraviolet radiation in Washington, D.C. and — 
in Puerto Rico, it was found that the incidence ~~ 
in the former location was only 40% of that c t5 ü 
the island throughout the year. Systemic lupus — 
appears to be just as rare in Puerto Rico. dad ets: 


Another clinical syndrome that comes to my 
mind is so-called recurrent tropical Iympbaneiti 
notable for its relative frequency and disabling 
manifestations. It consists of a suddent attack of - 
chills, high fever, and often delirium, accompa ned 
by painful swelling of one leg and of the corre- 
sponding inguinal glands. The attack lasts. E xr 
several days and tends to recur at more or. ess 
frequent intervals, each attack leaving the deg g oa 
with a residual degree of swelling, which eventually, | 
results in elephantiasis. A small minority of. the | 
cases are related to filariasis. However, the | ma oie 
jority of cases represents a reaction to bacterial. 
infection, often superimposed upon a preexist ing 
fungus infection of the toes. Some observations | | 
made by Sulzberger many years ago would if dis S 
cate that sensitization to the fungi themselves nay - 
produce a similar reaction. MET. 


= KE 












































































K 

With regard to ringworm of the scalp i in Puerto. od 
Rico, it is worth noting that we do not sce i nf ec--- l 
tions by Microsporum audouini. However, Wt OS > 
half of our cases are due to Trichophyton - 
tonsurans, which is as much of a problem. Other eh Se 
fungi causing that disease in Puerto Rico are na 
canis, T. mentagrophytes, M. gypseum, and T, ~ 
rubrum. » E 

Finally, let us mention tinea versicolor, whicl D 
shows truly versicolor characters in the tropics 
In some of the cases the spots are white fron 
the beginning* in others, they are yellow, pink, c 
brown; there is a rare type where the spots are 
black, which is also known as tinea nigra. S 


I wish to congratulate Dr. Canizares 
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Local Injection of Steroids and Hair Regrowth 


' A j in  Alopecias ; 
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, B Sonus ORENTREICH, M.D., New York; HIRAM M. STURM, M.D., Atlanta; 
















1 ABRAHAM I. WEIDMAN, M.D., Brooklyn, and ALFRED PELZIG, M.D., Forest Hills, N.Y. 
E 
Introduction Unit, and some of whom attended our private 
offices. 
"The use of steroids in treating various The following forms of alopecia were treated: | 
PF types of alopecia dates back to 1952 when Alopecia areata (480 patients) A 
ae Dillaha and Rothman ! reported that 3 out of Alopecia totalis (A17 ) <r 
E T4 patients with alopecia areata of 5 or more Alopecia universalis CMS | 
im em duration responded to oral treatment Pai reu alopecia i s f ; 
* „with cortisone acetate. In these patients hair Pveutiopeladentalibecin if 
-regrowth started after 4 weeks of therapy. cicatrisata) Cag 62 = nE e 
Ag -The same authors? subsequently treated a Male-pattern alopecia (590-45 5) 
series of 22 patients with alopecia totalis or Alopecia senilis. (Eo na) 
- universalis, and reported a patchy regrowth Mss lios cA CRE ae 
p. = hair in 16 patients. Rony and Cohen? ikea" seioed wit haus | | A 
Bound that hydrocortisone acetate injected erythematosus (5 CEA 
intradermally into the forearm of a patient Alopecia associated with lichen 
D E ith alopecia universalis produced local re- planus DRS | 
Alopecia of scleroderma C23 ) 
» P. -- growth of hair within 4 weeks. Inunction of loea. perator mirer 
hi - hydrocortisone acetate into sites of alopecia trichotillomania (34.749 
E n Sireata, performed by Sulzberger, Witten, Alopecia persisting after trauma ( 2 " ) 2. 
The following steroids * were used: * 7 


and Smith,* failed to produce hair regrowth. 

a Cortisone acetate 
io. AR Many other workers have used steroids, Hydrocortisone free alcohol walt 
am particularly corticosteroids, orally, paren- Hydrocortisone acetate i 
P: Hydrocortisone sodium succinate 

- - terall and locally, in treating alopecia y ; 5. 
3 Y: y» i P Hydrocortisone diethylaminoacetate hydrochlo- — 


Eo areata, ida 











- Tt is the object of this report to present Prednisone acetate | 
the results of a large-scale study of the Prednisolone acetate — d 
Hacrot facall ted stéroids-in'& variet Prednisolone sodium succinate ek £ 
effect of locally injec y  Fludrocortisone acetate Mw 2 
| of alopecias. e REN csi 

M M Estradiol NDS d 
AX } Materials and Methods Progesterone ; aN 
: E. d The methods of application were as follows: YS 
Ene. — During the past 314 years, we have studied the lajecfion wit and without! hyaluronidase x 
E therapeutic effect of locally injected steroids in Tattooing S | 
Rm -589 patients with alopecia, most of whom attended T'S naplied thich: aste oi OE ae | 1 


e ..& special section devoted exclusively to diseases omidae "Bion No er Gs einen fee 
“Os 5t of the scalp in the New York Skin and Cancer Hawkins, Scheie Corpora iah, Bloomfield. NJ.: : 

m Submitted for publication June 8, 1960. Jóhn Groel, E. R. Squibb & Sons, New 
an From the Department of Dermatology and te aa N.J.; Dr. Porter F. Crawford, The 

-— Syphilology of the New York University Post- Upjohn Company, Kalamazoo, Mich. 

ae Graduate Medical School, University Hospital, and +E. H. Funk, Jr, M.D., and Raymond Lee of — . - 
d the Skin and Cancer Unit (Dr. Marion B. Sulz- Wyeth Laboratories, Philadelphia 1, Pa. supplied s. 


E ereen Chairman). Wydase. m 
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Tontonhonesis 

3 Inunction 

R Deco Technique—All patients of this group 
"received injections of steroids by means of a 
- tuberculin-type hypodermic syringe, armed with a 
23 or 24 gauge needle. The average concentration 
of steroid compounds used was 25 mg. per 1.0 
ml. water. The usual volume per injection ranged 
from 0.25 to 0.33 ml. Care was taken to distribute 
the suspension as evenly as possible throughout 
the area of treatment. Thus, for a single treatment 
of an area of 3X4 cm, 4 injections with a total 
volume of 1.0 to 1.5 ml. of the suspension: were 
adequate. 

The injections were given subepidermally, intra- 
dermally, and subcutaneously in order to appraise 
the influence of the depth of the injection. 

— In a series of 100 patients, hyaluronidase, pow- 
-dered or in a specially prepared stable solution, 
was added to the steroid dispersions prior to in- 
jection. 
Local anesthetics, such as procaine and ethyl 
chloride, were tried in an endeavor to alleviate 
— the discomfort experieneed with the injections. 

In the patients with alopecia areata, about half 

of each alopecic site was injected with steroid. 
The untreated area served as a control | 
For the sake of accurate recording, a series of 
patients was observed at weekly intervals. Hair 
growth was usually not noticeable until 3 to 4 
. weeks after a successful injection. 
- Another series of patients with alopecia areata 
did not return until 3 or 4 weeks after the initial 
injection. It was then possible to recognize the 
areas where further treatment was required. The 
Still alopecic sites were infiltrated with an ap- 
propriate amount of steroid suspension ( “fill-in” 
injections). Further examinations and—if needed 
injections followed at 3- to 4-week intervals. 

` Tattooing.—The same steroids were applied by 
“hand” tattooing with vaccination needles or by 

“mechanical” tattooing with an oscillating hand- 
piece ("vibrapuncture") in 3 patients with alopecia 
areata and in one with alopecia totalis. 

-~ Inunction.—Local inunction was tried in, 40 pa- 
tients; in 35 with areas of alopecia areata, 4 with 
alopecia totalis, and in one with alopecia uftiversalis. 
. The following steroids were applied in an ointment, 
cream, or a lotion base, in concentrations up to 
*2.5696, to areas of alopecia 3 times daily fore2 to 3 
months: 
CHEESE JN free alcohol 
Hydrocortisone acetate * 
Hydrocortisone diethylaminoacetate hydrochlo- 
ride - 
Prednisone acetate 
Prednisolone acetate — a 
Fludrocortisone acetate 
Estradiol 


_ Orentreich et al. 
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Iontophoresis adl of 4 patients with alope E 
totalis received iontophoretic applications. of. 
following solutions and suspensions at week i. 
intervals for 3 months: i Nu 
Hydrocortisone acetate in aqueous suspen iot ofl 
Hydrocortisone sodium succinate in aqueo us | 
solution SEES 
Prednisolone acetate in aqueous suspensior m s 
Prednisolone sodium succinate in aqueous so bi 
tion ee 

The concentration of the steroids used. was | 
mg. per ml. water. They were applied at. the p DOS br , 
tive electrode since electropositivity pena int 
the active portion of the compound. Exposure at = 
2 to 5 ma. was employed for 20 to- 30 min es 
over an area of 10 sq. cm. | E. i 
Histochemical Studies.—Biopsy specimens Y were 
excised for microscopic studies from sites. ae 
alopecia areata, totalis, universalis, male-p: attern 
alopecia, congenital alopecia, and alopecia persis ting Y 
after trichotillomania, as well as from sites which t 
had been hairless and where hair regrowth v 


occurred following treatment with corticosteroids, 


Results 


Hair regrowth in response to jid steric ids | 
tested by injection was observed exclusive- ~ 
ly in patients with alopecia areata, alopeci ai 
totalis, and alopecia universalis. All other | | 
types of alopecia failed to respond. — 

Among the patients who responded favor- | 
ably to the treatment, the 22 with alopess ic 
totalis or universalis of many years' dur Vp 
tion appeared especially suited for appra sd 
ing the response since the untreated ares 55 | 
served as excellent controls. One of these . 
patients who was completely hairless for 35. d 
years responded to the local injection p 
several of the steroids (Figs. land2). 

In the same series, only 2 patients with, 
alopecia universalis have remained resistant ds 
to therapy up to the submission of this man- v 
uscript. One of these, a 45-year-old whit e 
failed to respond to treatment duse for. E 
a period of 3 months. The second is a 43- 
year-old white woman with alopecia of- 4. 
years' duration. There was no rei tn of ^ 
hair after 2 years of treatment. e Ne 

Therapeutic Results Obtained by Inje ec- 
tion.—Treatment by injection into the € lis- 5 
eased sites was successful in all but | the» 
aforementioned 2 patients, provided hat 
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Figs. 1 and 2.—Hair regrowth in a patient with alopecia totalis of 2$ years’ duration 10 
weeks after local steroid injections. For comparative observation, 5 different scalp areas were 
injected with hydrocortisone acetate, cortisone acetate, prednisolone acetate, hydrocortisone 
hemisuccinate, and prednisolone sodium succinate respectively. 


appropriate steroid compounds were used 
(Table 1). Regrowth of hair was apparent 
on the scalp (Fig. 3), face (Fig. 4), eye- 
brow (Fig. 5), body, and eyelids. Regrowth 
and beneficial response to a single injection 
lasted from 3 to 9 months, depending on 
the compound used. Repeated injections at 
intervals of 3 to 38 weeks prolonged the 
effect. 

As a rule, the regrowing hair grossly 
showed the same texture and pigmentation 
as the patient's normal hair. Occasionally, 
however, a patient (usually of the group 
with alopecia totalis) volunteered the in- 


«formation that the new hair was darker and 


TABLE L—Results of Steroid Treatments 











Steroids Which Failed to 
Produce Hair Regrowth 


Steroids Which Produced 
Hair Regrowth 


Cortisone acetate 

Hydrocortisone sodium 
succinate 

Prednisologe sodium 
succinate 


Prednisolone acetate 
Hydrocortisone acetate 


Prednisone acetate 


Fludrocortisone acetate ‘Testosterone 


Hydrocortisone free alcohol Estradiol 
Hydrocortisone diethyl- Progesterone 
aminoacetate hydrochlo- 
ride 
| Ao Ee ei Sa e 
98/896 






curlier than his normal hair. And in several 
patients where spontaneous regrowth had 
produced unpigmented hair, the steroid in- 

Fig. 3.—Patch of alopecia areata of 3 months’ 
duration showing regrowth of hair 5 weeks after 


local injection of 0.5 ml. of hydrocortisone acetate 
(25 mg. per ml. water). 
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HAIR REGROWTH IN ALOPECIAS—STEROIDS 


Fig. 4.—Alopecia of the beard showing the 
effects of soluble and insoluble steroid compounds. 
Site 4A shows regrowth of beard hair 4 months 
following injection of 0.2 ml. of a suspension of 
hydrocortisone acetate, 25 mg. per ml. water. Site 
B, injected with 0.2 ml. of a clear solution of 
hydrocortisone hemisuccinate, 25 mg, per ml. water, 
failed to show regrowth. 


jections resulted in pigmentation of the new 


hair (Fig. 6). Some hairs from these 
injected sites were depigmented (gray) 


distally and pigmented proximally. In the 
uninjected halves of the same sites, unpig- 
mented hair continued to grow. 

The more superficially the injections were 
made, the more they tended to produce de- 
generative alterations of the tissues. Occa- 
sionally, the skin of a very superficially 
injected site sloughed off. The subcutane- 
ous injections tended to produce a more 
«widespread response than did the intrader- 
mal injections, although the latter usually 
produced more rapid and more luxuriant 
regrowth of hair. Efforts to balance these 
for each patient were required to 
achieve optimal results. 

Hyaluronidase facilitated the injection of 
large amounts of suspension and prevented 
the unsightly swelling normally 


Orentreich et al. 
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tactors 


associated 








Fig. 5.— The inner part of the left eyebrow area ~~ 


in a patient with alopecia totalis of 25 years’ 
duration 2 weeks following injection with a sus- 
pension of prednisolone acetate, 25 mg. per ml. 
water. 


with large-volume injections, but did not 
contribute to the regrowth of hair. 

The studies with hyaluronidase did indi- 
cate, however, that the insoluble portion of 
the steroid remained localized at the site of 


Fig. 6—Regrowth of hair containing melanin 


in patient with alopecia areata. The site injected 
with 0.3 ml. of hydrocortisone acetate suspension 
(25 mg. per ml. water) shows new growth of pig- 
mented hairs within area of canities. 
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Fig. 7.—Subepidermal temporary tissue waste 
following large-volume steroid injections. Follow- 
ing 8 injections of 0.5 ml. of prednisolone acetate 
(25 mg. per ml. water) at weekly intervals into 
occipital and frontal areas, the skin surface showed 
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>, re 
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iy 
v 


w^ ^ . » f . . 
d depressions for several months. During this period 
© hair growth did not occur. “Recovery” followed 


t after 6 months. 


, 


zE: 
* 
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injection. This was apparent from the visi- 
ble clumping of steroid at the site of injec- 
tion, as well as from the lack of any 
expansion of the patch of hair that regrew. 
- Therapeutic Results Obtained by Tattoo- 
© ing.—Though the steroid application by tat- 
E tooing did produce some hair regrowth, it 
* was less practical than the application by 
^ injection. The trauma produced by the hun- 
E. dreds of punctures necessary to apply suffi- 
— cient amounts of steroid by tattooing was 
— disturbing. 


f 





E-. 

B: Results Obtained by Inunction.—Inunc- 
' tion of preparations containing hydrocorti- 
E -sone-free alcohol, hydrocortisone acetate, 
E hydrocortisone diethylaminoacetate hydro- 
© chloride, prednisone acetate, prednisolone 
» acetate, fluorocortisone acetate, and estradiol 
E: was tried unsuccessfully in 40 patients. 


» These same patients later showed hair re- 


- "growth in response to injections. 

t Results Obtained by Iontophoresis. —At- 
—. tempts at iontophoretic introduction of 
i hydrocortisone acetate (suspension), hydro- 
cortisone sodium succinate (solution), 
< prednisolone acetate (suspension), and 
by’ prednisolone sodium succinate (solution) were 
: - not successful in producing regrowth of 


— hair in any of the 4 patients with alopecia 


* 


= 


E totalis who had been subjected to weekly 
g treatments for 3 months. Otherwise, bene- 
E^ ficial results were obtained at a later date 
- 100/898 
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Fig. 8.—Effects of water-soluble and insoluble 
steroid compounds. Patch of alopecia areata in- 
jected with suspension of hydrocortisone acetate 
(25 mg. per ml. water) at F and with same volume 
of hydrocortisone hemisuccinate solution. (25 mg. 
per ml. water) at FH. Regrowth of hair 3 months 
after injection is shown. The insoluble steroid 
compound produced and sustained regrowth. The 
soluble steroid compound failed to produce re- 
growth. 


by injection. of hydrocortisone acetate or 
prednisolone acetate suspensions in the same 
patients. 


Side-Effects 


A temporary atrophy of subepidermal 
tissues, noticeable for.2 to 8 months, was 
observed in approximately 1096 of our pa- 
tients, treated by local steroid injections. 
Mild tissue loss of this kind did not seem 
to interfere with hair regrowth. Our studies 
showed that these changes were the more 
likely. to occur the larger the amounts em-* 
ploved for the depot injections. When 5.0 
ml. or more of a steroid suspension (25 
mg. pez ml. water) were injected at one site, 
tissue loss invariably occurred. Severe de- 
pression of the skin interfering with hair 
regrowth was conspicuous in those sites 
where excessive amounts of steroid were 
deposited (Fig. 7). The center of the sites 
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Fig. 9.—The effect of injecting different amounts 
of steroid. Site 4 was injected with 0.75 ml. of 
a suspension (25 mg. per ml. water) of hydro- 


: . cortisone acetate, Site B with 0.5 mL, and Site C 

[cer with 0.25 ml. of the same suspension. The larger 

the volume of the injection, the larger was the 

i extent of regrowth of hair. This held true as long 

Ae as the amount injected was not excessive, pro- 

E ducing waste of subepidermal tissue (compare 
with Figure 7). 


showed the waste of tissue but no regrowth 
Et of hair, while regrowth was good at the pe- 
- . riphery where the steroid concentration, 
EY though certainly still considerable, was less 
than in the central area. 

b The only discomforts ordinarily caused 
i by the injections were the prick of the nee- 
| dle and a burning sensation, noticeable for 
x several minutes following the injection. 
Addition of a local anesthetic, such as pro- 
—  — caine, to the suspension did not appreciably 
m. lessen these sensations. However, prepara- 
D. s tory freezing with ethyl chloride offered 
- . "some relief. 


Swelling, as of necessity associated with 

large-volume injections, was treated by 

` pressure or by the addition of hyaluronidase 
to the suspensions used. 

i The iontophoretic applications were fol- 

Bi. lowed immediately by a sensation of tin- 
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gling. Erythema was seen shortly after 
treatment. f a 


M? d ^ 


An apparently allergic reaction was ob- ~ 
served in 2 of the patients under study. - 
both showed a local urticarial response at. $ 
the site of injection, and one exhibited gen- . a 
eralized urticaria for 24 hours. Both | 
patients had tolerated repeated previous in- 
jections without any side-effects. Intrader 
mal testing with the vehicle elicited whealing 
at the site injected and none at the s 
injected with the aqueous suspension of t 
steroid. The results thus implicated the 
vehicle, rather than the pertinent steroid a a 
the allergen. 48 b 

Thus far we have rarely observed any 
systemic effects from the steroids under 
study, although some of the patients wih E 
alopecia totalis received as much as 125 to 3 
175 mg. of hydrocortisone or hydrocortisone’ x 
equivalents weekly for periods of 10 weeks. | & 

Histochemical Studies.—The presence of | 
hydrocortisone acetate was demonstrable i 
the sections of our biopsy specimens as iong 
as 6 months after an injection. ves E i 

The specimens further revealed that hy- 
drocortisone acetate injections produced . 
enlargement of the miniature follicles wd A 
epithelial proliferation. This enlargement. 
was assocfated with the descent of the re- .- d. 
spective papillae into the subcutis. Terminal - St 
hairs were produced by these follicles, anc p : 
hair regrowth occurred. 
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Fig. 11—Formulae of steroids employed in this study. 
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€ Mg/100 MI. 
a. Water at 25 C 
24546 M eat. 
Š (o Oortisone setate 5.00 
y* osi cas na free alcohol 28.00 
— Hy acetate e 3.00 
. Hydrocortisone sodium succinate 50,000.00 
1 diethylaminoacetate ei 

es ge - hydrochloride 15,500.00 
, "Prednisone acetate 8.00 
im  Prednisolone acetate 1.50 
E m » _ Prednisolone sodium succinate 44,900.00 
 — . . Fludrocortisone 9.90 
— . Testosterone 2.30 
—  — Estradiol 1.46 
. Progesterone 1.15 





- — . * We wish to thank Lederle, Merck, Pfizer, Schering, Squibb, 
— .- . and Upjohn for carrying out these assays on behalf of this study. 


Comment 






T a igite 10 shows the spatial formulation 
F and carbon numbers of the cyclopentanoper- 
- e a structure. Figure 11 
d shows the formulae of the steroids employed 
in this study. The following attributes were 
E Jowdcistestis inherent in those steroid com- 
- pounds which were found capable of pro- 
. ducing hair regrowth: 
E - .. C3 ketonic Oxygen 
= — -- C4, 5 ethylenic linkage 

= C-A alcoholic or ketonic oxygen 

C-17 alcoholic oxygen (hydroxyl group) 
. C-V a-ketol group (-CO-CH2OH) 
| - These attributes appeared to be essential 
: E P iar any response with hair growth. | 
- — [n addition, the presence of the following 
apparently potentiated this effect: 
BU C-1 alcoholic oxygen (hydroxyl group) 
EL Uo 2 ethylenic linkage 
= C9 a-fluorine 
. We are convinced that the production of 
3 a s pé of the pertinent steroids at the in- 
E Section site is of great importance for their 
gaveneticial effect in alopecia areata. The in- 
jected compounds, slowly dissolving, main- 
~ tain a local concentration far surpassing that 
E _ which can be attained by oral or phrenteral 
^ steroid administration. 


Table 2 shows the water solubility of the 
various steroids used. It came to light that 
among the effective steroids, those with poor 
_ Solubility were in degree and maintenance 
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of activity superior to the compounds i | 
doa high water solubility. When t he es 











plete solubility, the otherwise effective prep p-07 
aration failed to produce regrowth of hair. — 
The decisive role of poor coe ed wa s 5 
quite apparent from the effect of hydro- 
cortisone diethylaminoacetate hydrochk 
Of this product, 155 mg. are soluble A 


ml. of water. When a site of ned. art 
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in 0.5 ml. of water, regt of hair Was - 
obtained. When, however, a complete sc olu- 
tion containing 100 mg. in 1.0. ml. water 
was injected, regrowth of hair was. nc Xt ob- 
tained ( Fig. 8), os ir jae 
That there is an optimum steroid c concen- 3 
tration was obvious when different amot s 
of steroid were injected : (Fig. 9), Ash as. 
been pointed out, the amount injected - mit s 
not be excessive because of the othe crwise 
resulting waste of subepidermal tissue. - E 
This importance of poor water solubility e 
recalls the study by Dougherty and Schnee- | 


beli, who demonstrated that the inhibition : ae 






























tion) by steroids increased as ueir solu- 
bility decreased. - 







Summary 











A study of the effect of local corticos- | 
teroid injections in more than 500 patients. bs 
with various types of alopecia is reported. — 

Local injection of aqueous suspension o ^is 
certain steroids produced hair regrowth a 
patients with alopecia areata, alopecia totalis, ~ 
and alopecia universalis. T^ D 9 

All other types of alopecia under investie. E 
gation failed to respond to the injection. of | 
any of the steroids tested. 

In the alopecia areata group, hair re 
growth appeared approximately 3 to 4 weeks. i 
following the steroid injection. The hali ‘a : 
was lost again about 6 to 9 months after a EI 
single injection. x 

Tattooing With effective steroids was sue 18 
cessful but impractical. 3 

Regrowth of hair failed to occur in ec 
sponse to application by means of iontop hoi 
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x ne s most successful VIP RITU tested - 
ere “the insoluble forms of prednisolone, 
= hye ocortisone, and fludrocortisone. - 

d í E^ 3 Temporary local tissue atrophy was noted 
o “following injection of steroids. Its inci- 
EL -dence and significance are discussed. 

a as oe The injection of effective steroid suspen- 
s sions appears to be practical, safe, and — 
PD presently the best method for Medio the 
opecia areata group. 

ze “We gratefully acknowledge Dr. Paa ects 


E: this. paper. 
909 FIN Ave., New York 21, N.Y. 
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Acute Pemphigus 


A striking dermatologic disease resem- 
bling scalding, namely acute pemphigus, has 


been recently renamed toxic epidermal nec- 


rolysis by Lyell! or epidermolysis necro- 
ticans combustiformis by  Soltermann.? 
Already, mention has been made in the 


literature of a score or more examples under 


these names, and the disease is apparently 
not rare? However, no recent mention of 
it has been made in the American literature, 
and for this reason the following example 
is reported. 


Report of a Case 


A. Negro girl, aged 22 months, was well until 


March 11, 1960, when she had an upper respiratory 


Submitted for publication July 19, 1960. 

From the Section of Dermatology, Department 
of Medicine, University of Chicago (Stephen Roth- 
man, M.D., Chief of Section). 


Fig. 1—A, and B, 48 


hours after onset. 
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tract infection with cough, coryza, and otitis media 
but no pharyngitis, She received, by injection, . 
aqueous and procaine penicillin on March 13, and . d 3: 
an oral mixed sulfonamide preparation for 10 days. p^ 
Aspirin and a cough medicine containing a M 
charated thyme were also given. By March 25, she. 
felt well again. On March 30, the child fell Mec a 
injured her right lower eyelid. That evening she ~ 7 
complained of pain in the right arm and elbow ` ^ 

NS 
on movement. She refused to eat, and when sie ps 
went to bed, was irritable on being touched. She- EC 











indicated that her body hurt, and she had to sit up Ea ! 
during the night. A 


The next morning her mother noticed peeling A 
of the skin on the left side of the child’s nose, ¢ 
around the left eye, and on the trunk. - 

The patient was brought as an emergency case. | f 

ne Go 
to the pediatric section of the University of Chicago . a t 
Clinics. and was admitted to the hospital. She. 5 
weighed 11.5 kg. gr TR 

Areas of desquamation were scattered on hd p x 
face and chest (Fig. 1,4). The abdomen was ~ 
erythematous, as in a first degree burn. It was | à 
noted that almost the entire back looked scalded. 


z me » 








- Fig. 1.B), but the mother denied that it had 
been There was a laceration of the right lower 
evelid. The slightest friction, such as that inci- 
Ee ental to removal of clothing, resulted in super- 
ficia denudation of the skin. 
-'The oral mucosa and tonsils appeared inflamed. 
The child resisted further examination. Left by 
_ herself, she assumed the knee-chest position. 
— "Later the same day, bullae were observed on the 
E o side of the face, on the neck, and forehead. 
- The Nikolsky sign was present generally, so that 
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D E Jmbderate stroking of the skin resulted in local 
E - sliding of the superficial layers of epithelium. 
m - — A tracheotomy set and plasma were readied, but 


—their use was not required. Two hundred and fifty 
E rilligrams of hydrocortisone were administered 
| ream in the first 24 hr. and an addi- 
- Bos 300 mg. in the next 2 days. Phenobarbital 
_ sedation and systemically administered erythromy- 
jd cin therapy were also given. 
3 E The child was kept under conditions of pro- 
tective isolation with the entire skin exposed to 
^ ES warm air. No local applications of any sort were 
7. The patient's rectal temperature did not rise 
TEE dove 382 C, and she presented no clinical mani- 
P E festations of septicemia. She took oral fluids well. 
ES - After the first 12 hr. in the hospital, there was 
3 - no further extension of the areas of cutaneous 
‘denudation. Routine blood counts and urinalysis 
a 2 showed no abnormalities. Bacterial culture from a 
~; bulla failed to reveal pyogenic organisms. Staphy- 
- Jococcus aureus was cultured from the throat. 
E x In 5 days the child was well and the skin heal- 
ing, but she had begun to pick the remaining 
` shreds. The right heel was inflamed and the 
E Ee foot edematous. The hands were consequently 
E gloved and the foot bandaged. The edema dis- 
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appeared in 2 more days. The child was afebrile * 


and was discharged from the hospital on the 12th 
day. ° 

Seen again 10 days later, there was still superfi- 
cial peeling limited to the soles and toes, and some 
areas of depigmentation. 


A biopsy was made of the flaccid bulla on the 
truńk and another of apparently uninvolved skin, 
but the superficial part of the latter specimen 
separated as the biopsy punch was rotated. Sec- 
tions of the 2 were alike in histopathologic changes, 
showing an acantholytic intraepidermal separation 
at a varying level 1 or.2 or more strata above the 
basal layer. The granular and corneal layers were 
lost, but terminal parts of sweat ducts were pre- 
served intact, being separated from the surround- 
ing epidermis by a space caused by acantholysis 
(Figs. 2 and 3). In the corium there was almost 
no inflammatory reaction and no other change. 


Review of the Literature 


both male and female persons, ages 5 
months ? to 78 yearseold, and of the white, 


Negro, and Mongoloid * races, have been 
affected. Most of the patients have had only - 


one attack, from which they have recovered, 
but the disease has been recurrent in 
some +45 and fatal in others.^?9* The dis- 
ease appears to have occurred most fre- 
quently in Negroes in South Africa. 

Many of the patients have been in good 
health until the onset of the disease. Others 
have had roundworm infestation,® ankylos- 


 tomiasis Hodgkin's disease, rheumatoid 


Fig. 2.—The superficial 
layers of epidermis have 
been lost. In the corium 
there are practically fo 
changes; reduced about 
37% from mag. X 150. 
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iu TOXIC EPIDERMAL NE CROLY YSIS 


arthritis,’ upper respiratory infection," im- 
petigo,'^!! or dental extractions.! One pa- 
tient was in the third month of pregnancy.? 


Some had taken no drugs before the 
onset..*?* Others had received oil of 
Chenopodium,$ phenolphthalein,’ aloin,* am- 
obarbital sodium,* tetrachloroethylene;* 
phenylbutazone,’ penicillin? tetracycline, 
methylphenylethylhydantoin | ( Mesantoin),'? 
actinomycin, gold salts,!? pyrazolone deriva- 
tive, or promethazine.! One of the pa- 
tients who received penicillin was already 
sensitive to the drug.‘ 

Prodromal pain in the loin preceded at- 
tacks in one adult patient,! and girdle pains 
in a child? In others the onset was asso- 
ciated with diarrhea? and flushing,? sore 
throat,^* sore eyes,’ or vomiting.! Subjec- 
tively, there was invariably tenderness and 
painfulness of the skin, occasionally pre- 
ceded by itching. Objectively, the résem- 
blance to scalding has been repeatedly 
affirmed, there being extensive erythema, 
lposening of the superficial layers of the 
skin, Nikolsky's sign, often flaccid bullae, 
peeling of the skin in shreds, and sometimes, 
exudation,‘ or bleeding from the raw sur- 
faces. 

Several patients have had purulent con- 
junctivitis or stomatitis,"^? pharyngitis! or 
tonsillitis,?!9? blepharitis,"* or chéilitis,? or 


~ purulent balanitis 7; in one, the vagina and 


25 Potter et al. 
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Fig. 3.— Part of tied t 
same field as Fig, 2. Note — 3 1 
the acantholytic cells in 
the intact terminal portion — y 
of sweat duct separated - 
from the surrounding epi- ee M 
dermis by a space ca | 
by acantholysis ; reduced d 
about 37% from mag 
x 425 E d 










anus were affected 2; in others, the mucous- a 
membranes have not been involved. a = 
lever has nearly always been present, | y 
occasionally with temperatures of 105 F and 
106 F.** The cutaneous lesions have o P 
fully developed in 2 days, persisted for 6. 
or 7 days, and then exfoliated, healing — 
without scarring about the 14th day. EM. 
Laboratory findings have included low. 
normal, or, more usually, elevated white 
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oids vidi eran Been such as used for 
burns. 


specific findings at postmortem examination. | 
One patient, who also had aortic stenosis, — E 
died after the skin eruption had healed. He-' 78 
had developed dyspnea, purpura, and hera, ug E. 
turia.! Acute glomerulonephritis and pyelo- — S ; 
nephritis were found, with abscesses in the — fr 
brain and spleen. A woman who died in ~ 
pregnancy had purulent bronchitis and |. A E. 
pneumonia; the fetus was macerated? — 
In approximately half of the cases in. à 
which the histopathologic changes have been | 
mentioned, there has been a separation at | E 
the dermoepidermal junction, ?9* while m 


a smaller number the separation has appar- 78 me 
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bidéntly been at the evel of the stratum 

4 .  granulosum, 10 resembling that of pemphigus 
Ec e qeu" at 

: In the epidermis itself, all grades of dam- 

E age have been recorded, from degeneration 

-and swelling of cells and pyknosis to loss of 

js -. stratification, disruption, iul aquis cyst 


: ^. 

p formation, and necrosis. 
| D. 

74... In some there has been extension of 
Ln. 

EN B “pathologic changes along the hair follicles, 
a dt separating the sebaceous glands from the 
E . connective tissue.'^ 

| E In the corium no specific changes have 
7 Ex cei reported—only edema, vasodilation, 
Ne 


and infiltration of inflammatory cells. 

















5. ir Comment: 
is - The. case reported here exemplifies most 
Ee T the features that analysis of the published 
= cases shows to be typical as far as symp- 
Es toms and signs are concerned, except that 
PE "there was no involvement of mucous mem- 
b. branes. An additional clinical finding that 
has not been noted in other cases is that the 
ES child spontaneously adopted the knee-chest 
| E ze - position, thus minimizing the areas of skin 
E - contact with other surfaces. 

E Three points relative to our case call for 
^. some discussion, namely, the previous ill- 
d ness, the preceding drug therapy, and the 
E m Be porhologic changes. 










. Prior Illness —Our patient had an upper 
. respiratory infection lasting about 2 weeks 
and subsiding completely by the fifth day 
before the eruption. The exact nature of 
the infection is not known. This might be 
E sroficated as a cause of the disease; one 
E. other patient's eruption was preceded by an 
boo respiratory infection. However, it is 
not a prerequisite for the eruption, some 
. patients having been well until the onset of 
the desquamating disease. Upper respira- 
Ev infection represents only one of a 
— - number of widely differing prior or concur- 
TEN rent illnesses, which may or,may not be 
~ . -etiologically incriminated. 
=€ o Preliminary Drug Treatment.—This child 
^ received penicillin not less than 17 days 
before the eruption and a sulfonamide prep- 
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aration until 7 days before it. Again it 
is possible that there was some association 


between either of these medicaments and 


the disease; other reported cases have fol- 
lowed treatment with penicillin, Drug ex- 
posure is apparently not required for 
development of the eruption, some patients 
having given no history of receiving or 
taking any. 

The list of different pharmacologic prep- 


arations taken by others is quite lengthy. 


It may be significant that, while similar 
eruptions recorded before Lyell’ named 
the disease were attributed to one drug or 


another, in none of the cases reported as | 


toxic epidermal necrolysis have the various 
authors felt prepared to incriminate a par- 
ticular drug, although many have made some 
speculation. 


In examples whert there is no history of 


drug intake, it is, of course, possible that ` 
a medicine unnamed to the medical attend- 


ant was, in fact, taken. 
Histopathologic Changes.—While a sub- 


epidermal location has been reported for - 
the separation in nearly half of the number | 
of cases in which biopsy was made, in our . 


patient the separation was intraepidermal 
and evidently corresponds more with the 
examples of Catto !? and Haber.!* 


The degree of epidermal damage has ^ 


varied and was slight in the retained parts 
of the epidermis in our case. No more than 
minor changes have occurred in the corium. 

The disease appears to represent some 
sort of toxic reaction either to various drugs 
or to infection. 
acute disorder which runs its course in 1 to 
2 weeks. 

It.seems to us that eruptions of this sort 
were, in the past, diagnosed as acute pemphi- 
gus or butcher's pemphigus. As a matter of 
fact, ina published case of toxic epidermal 
necrolysis, the patient had in a previous 
attack an undescribed eruption diagnosed as 
acute pemphigus,* and this was the original 
diagnosis jn another. Historically, the 
term "btitcher's pemphigus” seems to have 


been restricted to those cases in which the p 2 
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— — bacterial septicemia. Septicemia appears to 


... have been unlikely in recently reported ex- 
PaE amples of toxic epidermal necrolysis, al- 


E though this possibility is not specifically 


excluded in most Such reports. 


Summary and Conclusions 


— . . A case is reported of a spectacular derma- 
— -.- tologic eruption with immediate prodromal 


= ^. hr. subsidence within a few days without 
— . scarring, and histologically, an intraepider- 
_ mal separation with atantholysis and with- 
. .. Out appreciable inflammatory reaction. 
É; = The child spontaneously adopted the knee- 
Ei chest position, no doubt that position caus- 
— . ing minimum discomfort. 
.. This case corresponds with recorded ex- 
amples, some of which have been attributed 
ES. to particular drugs, with others diagnosed 
as acute pemphigus or butcher’s pemphigus, 
Es and with those more recently named toxic 
E epidermal necrolysis by Lyell. | 
— . The disease is quite distinctive and can 
E be differentiated from other bullous erup- 
bs 2, tions. 
E — . ; Dr. F. Howell Wright, Professor of Pediatrics at 
E the University of Chicago, kindly gave permission 
^. . . to publish this case. 
du i University of Chicago (37). 
pc | i 
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pain in a limb, occurring in a Negro female 
= child, who had a preceding upper respira- 
tory illness treated with various drugs. 
With the eruption there was sudden onset 
= of cutaneous tenderness, peeling of the skin 


resembling scalding, formation of some 


flaccid bullae, presence of Nikolsky’s sign, 
full development of the eruption within 48 
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: b nw às long been alleged that the ultra- 
E E portion of sunlight contributes etio- 
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pe of the skin. However, the exact mechanism 
d lo! T action whereby and the degree to which 
ultraviolet influences carcinogenesis have 
lever been clarified in humans. One contro- 
UN ersial i issue has been the protective role of 
s pe elanin in the skin. In addition there has 
be n disagreement as to whether the initial 
deti rental changes from ultraviolet light 
re within the dermis or epidermis. Most 
E. ludies on ultraviolet penetrability in human 
dr is. have been carried out on bullae created 
y various methods, including solid carbon 
joxide and cantharidin.^? By these studies 
ie average penetrability of ultraviolet light 
“into the dermis has been from 6% to 10%. 
i] achem | and Reed! measured differential 
lay er absorption of different wavelengths 
T7 within the ultraviolet spectrum in human 
© skin, . and found that the stratum corneum 
absorbed most of the ultraviolet light de- 
livered (66% to 100%), depending upon 
e wavelength. The remainder of the epi- 
E nis and the dermis absorbed lesser but 
ae about equal quantities (8% to 18%) accord- 
“ing to the wavelength. 
is BO Kisty- Smith, Blum, and Grady ? showed 
| E that less ultraviolet light reaches the un- 
d nned dermis of humans with light skins 
E Sthan reaches the dermis of mice, while al- 
E nost none reached the dermis of tanned 
human skin. 
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logically to the development of carcinoma | 


contributing to carcinogenesis. 
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Blum and others? hold that the amount — 
of ultraviolet light reaching the dermis in. 
man is not great enough in quantity to be 
biologically significant and that the biologi- 
cal effect of ultraviolet light must there- 
fore be initiated within the epidermis. They 
postulate the subsequent release of a chemi- 
cal substance which diffuses into the dermis E 
causing the “sunburn” reaction, as well as 


Recently, Mackie and McGovern * have 
hypothesized that the primary action of ex 
ultraviolet is within the dermis, with the — ~ 
epidermal changes being secondary to a. 5 x 
diffusible substance liberated in the dermis. E 
They state that "the percentage transmission 
through full thickness epidermis is only . 
slightly less than through stratím corneum 
and granulosum alone. Thus, in a person . 
with little skin pigment, the energy of ultra- 
violet light reaching the dermis is not much | 
less than that entering the prickle- cell rea. | à 
gion.” They further hypothesized that the | 
increased basal layer pigment of darker  -— 
skinned persons protected them from car-  - 
cinogenesis because ultraviolet light did not 
penetrate to the dermis. But, it has also - 
been shown that in more deeply pigmented — 
skins there is “melanin dust" scattered — 
throughout the entire epidermis, including 
the stratum granulosum and corneum, as 
well ag in the basal-cell layer. 

In 1940 Taussig and Williams,® by com- | 
paring skin color with a colorimeter, deme — : 
onstrated that patients with skin cancer had — 
"darker dnd redder" skin on exposed areas CR 
than did patients without carcinoma of the — 
skin. By studying occupational status, they o 
found that those with skin cancer spent a’ 
greater proportion of their time out-of- Es ; 
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We have, however, found ı no R Be 2 on "e "Mitto ana “unex d 
zinoma symmetrical ‘site on the opposite butto ck; 
jev e ca and eaccinorna-test groups. Ac- and the lateral neck above the collar. line ne, 
a dingly, in an attempt to further clarify site chosen to approximate maximal d e 
the e relationship of melanogenesis to the posure to sunlight in men. The i instr 
evelopment of Carcinoma of the skin, the was calibrated by means of color s ar 
0 following Rudy. was undertaken. between each reading. Visual measu re 
I were made as well. Basic skin type, cumula- 
. Materials and Methods : | tive occupational. sun- exposure, a d 
generative skin changes. were evalua 
history and by clinical picos. ‘al | 
measurements and examinations were car- 
ried out by 2 observers. o 


2 n0 
i b. ns age-matched pairs of adult, 
3  fair-skinned white men, with and without 
. Carcinoma, were selected from a group of 
B Eu patients at the University of Oklahoma 
ue . Medical Center. A uniform measured quan- — — | pM 
"m en tity of ultraviolet. light was given to a 5 cm. | 
bm oí previously unexposed skin on the The resultant measurements. and 
E < of each patient (45 seconds at 20. observations are summarized i in "Tab 
i 3) F inche s from à hot quartz mercury vapor and 2. Far 
p s ini 1p). An initial measurement with the | See 
E ode reflection meter (Photovolt | Statistical Analysis h* i 
a $ ‘model 610) was taken and recorded. Seven The incidence of mild and. : 
ees . days later the exposed area was again meas- sure to sunlight, fair and AEE in trinsic 
ured with the photoelectric reflection meter skin type, and mild or marked atr ro phi em 
. equ ipped with a red filter. This meter is skin changes in the control and carcinon ma. 


S 
» 
AT 


te 
~~ are 


| signed for measuring | diffuse reflection - groups were compared. by x? analysis t i Isi: stg 
= from surfaces in terms of degree of white- . Yates correction.' The results are sum- 
T |o mess. The red filter was selected as that marized in Tables 3, 4, 5, 6, and 75 EU! 
- which most accurately measures color due Table 3, x? (Yates) — 1.624, 520.05. Th ie & 
S d melanin.* Measurements | were taken of conclusion is that there is no differ en ei 


Si areas on each pjena the piao ex- in exposure to sunlight between - ontrol 
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ee 1—C linical Filings and Photometer FEGENOS: on Control Patients: 


t notomia Readings 
. Ultraviolet Test 
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P Si and 2, fair and medium-fair skins 3 and 4 very fair and freckly fair skin. — 
tla 1 2, moderate exposure; 3 and 4, great and excessive exposure. 
.— .iland2 smooth skins and Eeoneth skins with a few aA 3 and 4, atrophic skins without and with keratoses. 
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TABLE 2—C. linical Findings oj Photometer Readings on Carcinoma Patients 














Photometer Readings 
- Ultraviolet Test 
^ ^. Case Lateral Skin Occupational Degenerative 
. No. Age Before After Neck Type $ Exposure || Changes f 

Mur 52 79 ". WB 15 4 3.5 4 
Meee. 15 62 81 ; 76 - 20 2 4 4 
nie. 5.18 72 85 '85 36 2^ 3 2 

eae UI 65 84 82 51 4 3 3 

Betty 138 72 79 76 32 3 3 4 

RE. 0100 65 89 «52/7 385.5 43 4 3 2 

Dopo: 20 69 60 59 21 3 3 4 

o: 121 As dB s 79 A 74.5 23 4 4 3 

dp 225! 54 78 78 56 4 3 2 

MAS 28 70 79 76 34 3 x 4 
TEM 59 | 76 73 46 3 Bite § 4. 1x 
eens 25 58 80 79 -29 3 2 1 

a 20 71 72 71 41 3 3 4 i 

M i 78.461 76.153 i 34.384 

t © 3 - : = l 
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§ 1 and 2, fair and medium-fair skins; 3 and 4, very fair and freckly fair skin. 


E i y^ || 1 and 2, moderate exposure; 3 and 4, great and excessive exposure. 
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E end carcinoma groups. In Table 4, x 
(Yates) —0.216, p>0.05. The conclusion is 
E that there is no difference in intrinsic skin 
E between control and carcinoma groups. 
: In Table 5, x? (Yates) = —7.270, «0.01 and 
“ae 5 0; 001. The conclusion is that the carci- 
. Comes group had significantly more subjects 
P with moderate to marked degenerative skin 
! pande: than did the control group. 
^ > . The photometer readings on the exposed 
E: 3 “(lateral neck) skin of the control and car- 
+g p. = cinoma subjects were compared (Table 6) 
E pt rom Tables 1 and 2. 
Using the nonparametric sign test, and 
Euer the hypothesis that there is no signifi- 
NS cant difference between the control and car- 
Es » cinoma groups, the probability of 2 or less 
- "negatives" in 13 pairs is equal to 0.011 
= Pi. -tailed test).5 This is accepted as evi- 
. dence that the lateral neck readings of the 
"carcinoma patients are significantly higher 
3 E. than those of the control group. 


hie. 
Py he 
A ver 


E ox. The response to ultraviolet light of the 
|, unexposed (buttock) skin in the control and 


e 
NER TABLE 3.—Degree of Exposure 


E — to Sunlight by History 
pv ^ ee 








E Mild Marked 

^; Controls 6 7 

$ Carcinomas 2 11 
ny M2/910 
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~ Ç 1 and 2, smooth skins and smooth skins with a few keratoses; 3 and 4, atrophic skins without and with keratoses. 


carcinoma subjects was compared by the 
analysis of covariance, randomized complete 


block design. The initial (before) reading =~ 
on each subject (Tables 1 and 2) was used - 
as the covariate, in order to adjust for the © 


differences between the 2 groups that ex- 


“isted here. The results are summarized in. 


Table 7. 


The mean photometer reading on the- 


buttocks of the control subjects after expo- 
sure to ultraviolet light was 73.461, and on 


- the buttocks of the carcinoma subjects after 


similar exposure, it was 76.153. The con- 
clusion from the analysis of covariance 
above is that, taking into consideration the 
initial readings in the control and carcinoma 


groups, the carcinoma subjects demonstrated | 


a significant decrease in their ability to pro- 
duce tanning in response to ultraviolet light 
(ie, the mean reading of the carcinoma 
group was significantly higher than that of 
the Control group after exposure to ultra- 
violet light). The mean readings in the*2 


*TasnLE 4.—Intrinsic Skin Type 
by Physical Examination 


Medium and 


Very Fair 
Freckles Medium Fair 
Controls ° 4 9 


Carcinomas i 2 ^y: 11 
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Taste 5 EE enon angie: ms bin. Changes | 
by Physical Examination 





Moderate 
Little or to Marked 
No Changes Changes 
r 11 1 
4 9 






T Dy wlicaviolet light were not significantly dif- 
di^ ferent (control group mean, 78.846; carci- 
noma group mean, 78.461, F(11s,—0.020, 
50.05). 


Comment 


+ > 


. . Both the results of measurements with 
. the photoelectric reflection meter on the 
. “chronically exposed". skin surfaces and 
these measurements made on unexposed 
buttock skin before and after ultraviolet 
— light exposure support the contention that 
= the carcinoma group does not tan as well as 


S . the noncarcinoma controls. With regard to - 
Es" : measurements on the exposed skin, even 
Vs though the clinical skin types were compar- 
ES able in the 2 groups, marked exposure to 
. sunlight by history was of greater aie qs 
M (although not statistically significant) i 
` — the carcinoma group. If the skins were 
=~ comparable, we would have expected the 
- carcinoma group to be more tanned. The 


. result, however, was in the opposite direc- 
. tion, and significantly so. From these stud- 
. dies it appears that those patients who 
_ develop carcinoma have a significantly re- 
.. duced ability to produce pigment in response 
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TABLE 7.-Analysis of Covariance 
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* Carcinoma subject reading minus control subject readir í A ) 





















to ultraviolet exposure. Degenerative skin .. 


changes are also significantly more frequen nto 


With regard to the measurements on he m 
unexposed skin, if tanning ability in com- "4 
parable skin type groups is a function of 
duration of exposure to ultraviolet light, aM 
one would have expected the readings on. 1 
buttocks to evidence as much or more tans 5 a 
ning (i. e, lower values) in the carcinoma . 
group. They were, however, by the analysis it 
of covariance, actually significantly higher, . 
and this finding reinforces the impression = | 
that the skin of the carcinoma subjects did | m 
not possess the tanning ability seen in com- .— | e 
parable carcinoma-free skins. It is of- in- M: M e 
terest that the skins of the carcinoma group, — 1 
while evidencing less melanin by photo- — ENS. 
metric measurement, frequently appeared — * 
"darker" to the observer. This probably ie M 
reflects degenerative changes in collagen and - E g 
elsewhere. This finding is supported by the - 
significantly greater incidence of degenera- 23 
tive changes observed in the. carcinon 1a o 


group. 
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a Source aff Sum x? Sum xy Sum y? f Sum dy.x2 Mean squat P. “ate 3 
"Total 25 911.385 870.097 1239.762 rr 
-= Rows (subjects) 12 348.635 . 290472 e 293.212 
Columns (controls 
^. or carcinoma) Y 1 0.961 — 8.077 67.846 I 
Error 12 561.789 627.702 878.904 11 177.556 16.141 
) é ^ 
Columns: error 13 562.750 619.625 946.750 12 264.502 : 
Ate test of adjusted means: 1 86.946 86.946 
oes, 5 i 
P Y dn * 
am gon 16.141 5.888, p «0.05 and > 0.01. 
E en A > ak | 
(Bret e al, = ^ | 113/911 . 
E d» ^ ‘ ! > . l 2 ' Et Ah n 
k TO DE MT Rr | i E 
SUE quee riis pipelines of DOCU DNI PESEN 
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e eR 2 groups ES diues matched by age 


"ar nd intrinsic skin type (one group without 


b: p noma of the skin and the other with 
carcinoma) the following observations were 


i ‘made: 


A There were, as was to be expected, signifi- 
4 e buy more subjects with moderate to 
E ‘marked atrophic skin changes in the carci- 
Sonoma group (9 of 13) than in the control 
; group (1 of 12). 
A a _ Measurements on exposed skin in the 
|». control group were significantly lower and 
Et hu s apparently reflected greater tan (i.e., 


Y. 
EN 


ir- 


p This was observed in the 
e of the fact that there were actually 
ore persons with a history of considerable 
3 E nex posure to the sun in the carcinoma group 
^ po of 13) than in the control group (7 
© of 13). 

E: je The unexposed skin (buttock) of the 

5 control group demonstrated a significantly 
1 greater ability to tan upon exposure to a 
standard quantity of ultraviolet light than 
E did the carcinoma group. If the responses 
4 p. of the control group are regarded as "nor- 
. mal” for that type of skin and age, then 
E [: ie skin of the carcinoma subjects demon- 

strated a significant decrease in their ability 
Am o tan. It is also of interest to note here 
$i he. lack of significant difference between 
C he initial readings on unexposed buttock 
s kin in the 2 groups. 

Ecos melanin in exposed skin and re- 
. duced ability of the unexposed skin to tan) 
E: A eflec: some more profound physiochemical 
E enses than can be attributed to "basic 


IE e 33 


7791-3: 

nh: RY, die IREEN a re^ si T 
WES D Pay oraaa TET a) AMI 
À be ERR DP PURO SEB, Yee say 

t Ca / +7 wt Ar Ec 

’ re peal ues yb s. RS. Me WES EE A, mii Res Lia 
meo PURA Cdi EAD SAAN a cue riu «aus ane A E A ner 


o> 
P a . ber T 
ds. to 


Ex long-term longitudinal. study: to determine 


-carcinoma-prone persons from others by . 


‘contained more melanin) than the group : 


: * ‘Tt i is suggested that these 2 findings (de-- 
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"Finally, it it woul be of bres to extend - 
this initial experiment in the direction of 


if the basic differences in these 2 groups 
existed long before the development of 
carcinoma. That is, are. these differences 
inherent in the 2 groups from the onset or ž — 
are they acquired as the atrophy and de- — 
generative changes develop in the carcinoma - 
patients? We favor the former view and Pos ze 
believe that it may be possible to separate — 






studying the response of the unexposed skin- zT 
to ultraviolet light. Detailed analysis of bio- vi 
chemical and histological differences be- ^B 
tween these groups would also be desirable. 


Dr. Mark A. Everett, Dept. of Dermatology, | 


University of Oklahoma Medical Center, 800 - Es £ 
N.E. 13th St, Oklahoma City, Okla. E. 
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Perifollícular Fibromas 
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E: ` The subject of this report is a grotp of 
E Sign cases having papular lesions about the 


5h e | and neck and showing the patholegical 


d 1 


ert Burnier and Rej sek ! reported the case of 
a 56-year-old woman with numerous «mall 
papules on the neck in which the pathelogy 
i .. Was that of a fibroma with a perifollicular 
| pattern. We have been unable to fiad any 
x further reference to such an entity ir the 
| literature since that time, at least not under 
bs heading of “F ibroma, perifollicular”” 
Since 1952, the diagnosis of perifollieular 
T iom has been made on five biopsy seci- 
B. mens from a total of over 17,000 access-ons. 
: s si We would therefore regard this coadtion 


E? 
aT Somat 


x as a relatively rare one. 


Report of Cases 


"s “Case 1.—A 66-year-old obese white woman 
zr ra sought treatment for 7 papules on the neck. Ex- 


5.  papules about 3 mm. in size and about 5 mm. 
apart on the posterior aspect of the base o the 
neck near the midline. These 2 had been present 
about 2 years. The other papules were cn each 
side of the neck below the ears. The 2 papules 
on the posterior midline were excised together 
and showed a strikingly similar histology (igs. 
1-3). They were fibromas with a perifclitular 

but asymmetrical arrangement of young collagen 

ak Ses occupying a portion of the mid- anc wpper 
|... corium. The fibrous tissue was quite cellu ar and 

S populated with numerous thin, long,  *piadle- 
— shaped nuclei staining pale blue with hematg=ylin 
and eosin, which we regarded as fibroblast nuclei. 

There were many small young blood vessels, espe- 

Xll in the upper part of the fibroma. Sgarse 

fine elastic fibrils, which we believe to*be newly 
formed, were present throughout the fibroma, 

while thick normal elastic fibers were clumped 
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amination revealed two pink, moderate firm | 
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at its dase. The lesion contained a modera y 
heavy infiltrate of lymphocytes, polymorphonuclear che 
leukocy-es, and mast cells. The sebaceous gia idcm d 
were irtaet and were also surrounded by piss 
brous fissue. The lesions were sharply i 
from the surrounding normal coarse collagen. fibe 
of the corium and were separated from it. b d 
artifactctious cleft in sectioning. I2 D 
The » other papules on each side of the r 
were from 2 to 3 mm. in size, pale or slightly il 
and we-e excised. Four proved to be. ess 
adenomzs, and one was an intradermal nevus, — 
Case 2.—A 35-year-old white woman had 1 
flesh-cobred 5 mm. papule on the anterior - NESE. 
face of the nose, which had been present abou it 
three years. The clinical diagnosis was possible BTE 
nevus. The sections showed a cellular fibr c. 
tissue ia concentric arrangement around two of — 
the follicles, These follicles also showed a loss of ^ 
sebaceots glands and regressive changes (Fig. 4). Y 
Case 3.—A 44-year-old white woman présenta 1 
about two dozen smooth, flesh-colored to trans- - 
lucent, &rm papules, 1 to 3 mm. in size, over the | | 
nose, central cheeks, and chin. They had been A je- 
present abeut 10 years and were slightly pruritic a 
The clinical diagnosis was benign cystic epi- - 
thelioma One lesion was removed for biopsy. 
Sections showed a fibroma with a peritoneoa 
arrangenent of the collagen fibrils (Fig. 5). EN 
Case 4.—A 39-year-old white woman had a a - 
urticaria-like, but persistent eruption on the fore- 
head and chin for the past 4 years. The sectic n x 
showed almost all the follicles to be surroundec d 
by dense, eoncentric rings of thick fibrous tissue 
crowding out everything else. Focal accumulations he 
of melamophores at various points under the epi- — 
dermis were also noted (Fig. 6). NU 
Case 5.—A 41-year-old white woman had | 
2 mm. shinw papule on the side of the nose. Clini- 
cal diagnosis was a nevoid lesion. The sections! ws 
showed a perifollicular arrangement of young - shi 
collagen fibers around several hair follicles. bs 


Comment 


tinek, the lesions, for the most part, 3 
are smell, firm papules, either flesh- colored. d à 
or pink located on the face and neck. The M 
appearance is certainly not distinctive, and 1 
they may suggest a nevus, trichoepithelioma, ` 


or related condition. 
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Fig. 3 (Case 1, upper part 


fusion of fibroblasts in the 
young collagenous tissue. 
Note also new formation of 
blood vessels. Hematoxylin 
and eosin; X 370. 


Fig. 4 (Case 2).—Cel- 
lular collagenous fibrils 
surround the hair follicle. 
Hematoxylin and eosin; 


x 225. 
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2 Fig. 5 (Case 3).—Con- 
E centric rings of collagen 
E surround two follicles. 
ie Hematoxylin and eosin; 
A; 3 X 135. 
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Histologic. changes would place them in proliferation of the connective tissue sheath 


© the group of benign fibromas. The distinc- which normally surrounds the hair follicle. 
E tive perifolicular pattern, however, would This consists of an inner circular and a 


suggest the possibility that they represent a thicker, outer longitudinal layer. These lay- 
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ers are composed of olaren. fibers: a few 
elastic fibers and fibroblasts.? Basal-cell 
epitheliomas, trichoepitheliomas, and other 


adnexal tumors tend to stimulate a fibro- 


blastic response to the growing epithelial 
tumor.? In cases vf well-differentiated follic- 
ular tumors, described as hair follid= nevi * 
or folliculomas,? the proliferating epithelium 
Was encased in mesodermal sheaths well de- 


serving the designation of fibroma. In our 


cases of perifollicular fibromas, hewever, 
there was no apparent epithelial zrowth 


= component, The fibroma seems to arise de 
novo. One might then postulate thet these. 


fibromas are also adnexal tumors of tie skin 
representing the proliferation of the eonnec- 
tive tissue sheath, which is certainly an 
integral part of the pilary complex. 

Also to be considered is the pessibility 
that these lesions may simply represent a 
fibrous reaction to previous inflammation. 
In Case 1 there was a moderately heavy 
cellular infiltrate in the midst of the fibroma. 
This was not present to any signifieznt de- 
gree, however, in the other cases Acne 
pustules or other inflammatory fo Eculitis 
may heal with fibrosis but do not shew the 
peculiar perifollicular pattern found a these 


lesions. Nevertheless, one cannot sclude 

Fi the possibility that these fibromas represent 

4 a fibroblastic response to previous z:flam- 
mation. 
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Summary 


A zroup of 5 cases having papular lesions = 
on th? face and neck with a common j pathol- ` 
ogy ef perifollicular fibroma is- presenti zi t. 
Whether these constitute a true nevoid conc di- 5 
tion, falling in the broad group of adnex 
tumors, or simply represent a fibroblas s 
respoase to previous follicular inflammation n 3 
cannct be stated with certainty at presenf. ds 


114 S. Lafayette, Royal Oak, Mich. 
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b. ^ Report of a Case 






| - Human infection caused by atypical My- 
e M Soacteria (that is, acid-fast bacilli other 
E Í than the usual human, bovine, and avian 


x — tubercle bacillus and the bacillus of leprosy) 
$ is not common. Such atypical acid-fast in- 


o 4 ‘fections, in fact, are more commonly pul- 


ES 
E monary than cutaneous.! Observation of 
- a primary skin infection caused by an 
~ atypical Mycobacterium prompts this re- 
Pati n" Rr 

i port. 

E Report of Case 


The patient, a 39-year-old white woman, was first 


^ 


E z seen Nov. 27, 1957, 2 days after she had been 
T kicked in the upper mid-portion of the left thigh 
Ec - by a cow. Examination revealed a large hematoma. 
^U -No active treatment was deemed necessary. 
3 When the patient returned Dec. 16, 1957, an 
De. abscess was present at the site of the previous 
E hematoma. It was treated by incision and drain- 
age, and oral tetracycline. Examination on Dec. 
_ 22 suggested that the infection had been cured. 
The patient returned Jan. 10, 1958, with 3 
tender, inflammatory, fluctuant, subcutaneous ab- 
scesses in the previously involved area (Fig. 1) 
. associated with regional inguinal lymphadenopathy. 


s Gram stain of a smear of pus obtained from 
o ‘one of the abscesses revealed many polymorpho- 
E . nuclear leukocytes but no bacteria. Acid-fast stain 
E. revealed a few acid-fast bacilli in one of four 
= slides studied. Urinalysis, a complete blood count, 
E. -the standard tests for syphilis, and roentgenograms 
E ' of the left femur and hip and of the chest were 
d — within normal limits. Examination of a smear of 
T the pus prepared with potassium hydroxide re- 
vealed no fungi. A bacterial culture grew co- 
b. . agulase- negative staphylococci. 


E -. Histological examination of a specimen excised 
G from the lesion showed an abscess in the lower 
SANN dermis and the subcutaneous tissue. The abscess 
l ^am PADS 


ei . ME 















Submitted for publication May 9° 1960. 

From the Department of Dermatology of 
Louisiana State University School of Medicine, 
E and the Department of Pathology of Tulane 
a University School of Medicine. 


. 120/918 


Zag ey 





- Cutaneous Infection with Atypical Myeobacterium 


M. BROCK, M.D., McComb, Miss.; C. BARRETT KENNEDY, M.D., and 


~ A 


fig: TETA SAER of thigh caused 
by atypical Mycobacterium 7 weeks after patient 
had been kicked by cow. 


was surrounded by an extensive infiltrate of fibro- 
cytes and epithelioid cells. This was surrounded, 
in turn, by lymphocytes and histiocytes (Fig. 2). 
Examination with periodic acid-Schiff (PAS) 
stain revealed no fungi. Examination of the 
specimen with polarized light was negative for 
foreign bodies. 
Culture of pus from the lesion for Mycobac- KE 
terium tuberculosis on routine egg medium at 40 C 
was negative. Culture of the pus for fungi on 
cyclohexamide media at room temperature revealed 


‘no fungi but did grow out grayish, mucoid 


colonies, identified as one of the atypical Myco- 
bacteria. The culture was sent to the Communica- 
ble Disease Center, Chamblee, Ga., for further 
identification and was reported as anonymous 
(atypical) acid-fast bacilli, Group IV (Runyan).* 
Second-strength tuberculin skin testing pro- X 
duced'a 4+ reaction, with local slough and fever. TE, 
Skin, tests for blastomycin, histoplasmin, arfd 
coccidioidin* were negative. sai 
From April 14 until July 21, 1958, the patient = 
was treated with isoniazid and streptomycin, with i 
no benefit. Over a period of months, however, 
the lesions gradually regressed spontaneously, and d 
when she was last seen, Jan. 22, 1960, 26 months NET 
after the infection had appeared, all lesions were Es E 


healed, and the affected area showed only depressed — 


scars (Fig. 3). 





ATYPICAL MYCOBACTERIUM 


Fig. 2—Low-power 
photomicrograph showing 
zone of neutrophiles (up- 
per right) forming central 
part of abscess seen in 
Figure 1. Surrounding 
this zone is a band of 
fibrocytes and epithelioid 
cells (center). This band 
is surrounded, in turn, by 
histiocytes and lympho- 
cyces (lower left). 


Comment 


According to Runyan, Dubos® and 
Wilson and Miles,* Mycobacteria may be 
classified as M. tuberculosis, M. paratuber- 
culosis (Johne's bacillus), M. leprae. the 
bacillus of rat leprosy, and saprophytic 
acid-fast bacilli. The last group includes 
nonpathogenic acid-fast bacilli and faculta- 
tive pathogenic acid-fast bacilli. Anonymous 
(atypical) acid-fast bacilli are facuitatiye 
pathogenic bacilli. 


Fig. 3.—Affected area of thigh 26 months after 
appearance of infection shown in Figure I after 
slow, spontaneous recovery. Note that tae only 
residua of the lesions are depressed scars. 





The atypical Mycobacteria constitute a 
group of extremely variable acid-fast or- 
ganisms that have not as yet been identified 


indivicually. They are usually virulent for . 


rabbits and mice but not for guinea pigs— 
an observation which negates the dogma that 
an acid-fast bacillus unable to produce dis- 
ease in guinea pigs is a nonpathogen. Atypi- 
cal baalli are found free in nature and can 


be cultured from such media as soil, water, 
and exrreta.5 


These bacilli are classified culturally into 
4 groups on Lowenstein-Jensen egg medium 
or American Trudeau Society medium con- 
taining 0.75% glycerol as follows: 12 


Group I, the photochromogens or yellow bacilli, 


which produce pigment only in the presence 
of | ght 


Group II, the scotochromogens or orange bacilli, 


which produce pigment in both light or dark 
Group III, the nonphotochromogens or Battey 
type bacilli 


Group IV, the rapid growers 

Grou» IV includes M. fortuitum and No- 
cardia. They are relatively uncommon and 
are dist nguished by growth-within 48 hours 
at'20-23 C from “invisibly small" inocula. 
They a-e usually nonpigmented. They are 
nonvirulent gor guinea pigs but usually 
produce disease in mice. They are moder- 
ately or totally resistant to drugs. 


Clinical infection of skin with atypical 
Mycoba+teria usually, as in this case, follows 
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A ti trauma. The lesion - remains 


E M B iLorission, and invariably involutes spon- 
^. taneously within 6 months to 2 years. The 
: fa case reported meets these criteria also. 

| Clinically, atypical E PANE: produce 
— 2 types of skin lesions: * 

— .. 1. Granulomatous ee and nodules, 
-~ with or without ulceration. Examples are 
-the so-called swimming pool granulomas and 
ulcers on the legs. 

2. Deep subcutaneous abscesses, which 
may or may not be associated with regional 
_ lymphadenopathy. 

Histologically, the lesions may show tuber- 
culoid granuloma formation, or nonspecific 
inflammation. 

Once they are considered, atypical myco- 
. bacterial skin infections are not difficult to 

diagnose. The procedure of choice is inocu- 
lation of pus or macerated biopsy material 
from the lesion on Lowenstein-Jensen egg 
media or oleic acid albumin media. Since 
‘these organisms grow at different (usually 
lower) temperatures from those at which 
M. tuberculosis grows, a specific request for 
< culture for atypical mycobacteria should 
>: T accompany the specimen to the laboratory.!? 
- A Acid-fast stains of pus will be found to be 
negative or can be read as positive only after 
considerable search; only one of four ex- 
aminations was positive in the present 
case. The same difficulties hold for biopsy 
material. Intradermal skin tests with tu- 
berculin are not consistently positive, and 
even if they are strongly positive, the result 
should be considered only suggestive, not 
pathognomonic. A high index of sus- 
picion, combined with cultural studies for 
— the specific organisms, are essential for 
L diagnosis.! 
E Treatment of atypical mycobacterial skin 
infections with the antituberculosis drygs 
is likely to be fruitless. Since, however, the 
response of the organisms is widely variable, 
e 
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. 
a trial of these drugs is indicated. Surgical 
excision of the entire lesions or lesions is 
curative when it is practical. The lesions 
in this case were too extensive to be excised. 
Otherwise, the alternative is waiting for 
spontaneous regression. 


Summary and Conclusion 


A case is reported of Group IV (Runyan) 
atypical mycobacterial infection of the thigh, 
which followed trauma and took the form 
of deep subcutaneous abscesses. The in- 
fection did not respond to isoniazid and 
streptomycin but cleared spontaneously 
within 26 months. 


Chronic subcutaneous abscesses or ulcera- 
tive granulomatous nodules, particularly on 
the extremities, may be caused by atypical 
Mycobacteria. If a specific culture for 
these organisms is done, the diagnosis can 
be made, but it will be missed if the phy- 
sician does not carry the possibility in mind. 


McComb Infirmary. 
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Plasmocytie Mucosal Infiltrates in Multiple Myeloma 


ALAN C. LIGHTSTONE, M.D., and HARVEY J. COHEN, M.D., Flushing, N.Y. 


Among dematologic clues to systemic dis- 
eases, conditions of the oral mucosa have 
not often been discussed in multip e mve- 
loma. A case is reported below which sug- 
gests that the diagnosis of multiple myeloma 
should*be considered when puzzling mucosal 
findings are attended by certain constitu- 
tional signs and symptoms. As a gemerality, 
the clinical signs and symptoms of multiple 
myeloma depend upon where and how much 
plasmocytic infiltration is present im the 
organs of the body, and upon many subtle 
chemical changes that are related causally 
or sequentially to thóse infiltrations. Thus, 
it is common to find upon physical examina- 
tion in well-developed cases, bone pain, 
neuropathy and weakness, and, upen lab- 
oratory investigation, anemia, excessive 
rouleaux formation in smears of peripheral 
blood, immaturity of myelogenous leu- 
kopoesis in marrow smears, Bence Jones 
proteinuria and elevated, abnorma. serum 
proteins, increased serum calcium, acc radi- 
ologic evidence of pathologic fractures and 
bony defects. 


The skin, of course, participates te var- 
ious extents in all diseases that tend to 
constitutional generalization. The cnianeous 
manifestations of multiple myeloma may be 
divided into categories of specific lesions 
( plasma-cell infiltrates) and nonspecific le- 
sions such as the so-called agram:locytic 
membrane and the effects prodwted by 
cryoglobulinemia, amyloidosis, etc. Blaefarb 1 


*is one authority who considers ext-amedul- 


lary plasmocytomas in the skin and mucous 
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memb-anes as specific when they are c" lud 
in patients with multiple myeloma. In. 
recent literature on multiple myeloma, there 4 
are a few reports? of extramedullary S 
plasmecytomas in the mucous membranes 
of the mouth and upper air passages. Ino 
these cases the lesions were stated to be < 
tumefactions without ulceration; when mu- E 
cosal erosions were remarked, they were 2 
attributed to the nonspecific effects of ie 
disease (agranulocytosis and cryoglobuline- E 
mia) rather than to plasmocytic infiltration. - 
We now report a case characterized merely 
by eresions of the mouth and throat without —. 
tumor formation, and vague constitutional E 
symptoms that was resolved to be one of v 
multiple myeloma, in which those erosions . 
provel to be caused by extramedullary 
plasmocytic infiltration of the mucosa. 


Report of a Case EP 


A male Negro, aged 45 years, was admitted to "s 
Bellevue Hospital in August, 1959, with a history | 
of sore throat, weakness, malaise, nausea, and . 
episodes of vertigo of 6 months' duration. A u 


Upoa general physical examination, the patient | - 
did net appear ill He complained of bone pain — 
in the upper extremities and soreness of the mouth à ar f 
and throat. Abnormal clinical findings were almost 
entirely limited to the oral cavity. On the un- © 
derside of the upper lip and on the oral and nasal i 
portions of the pharynx, there were numerous — " 
scattered dime- to quarter-sized areas of denudation, 
coverel by exudate and shreds of necrotic tissue. - 
These lesions were tender and bled easily. 


Laboratory examination produced peripheral — 
blood pictures that were normal as to hemoglobin - | 
and red cell counts, but showed decreased white — A 
ecll ccunts (3,550 to 4,100) with a variable lympho- am > 
cytosis (up to 63% at times). Total serum proteins 
ranged between 6.8 gm. % and 7.9 gm. 96 with A 
an A,'G ratio around 1.0. Urinalysis was normal - he 
and, m particular, negative for Bence Jones pro- 
tein. i S ; 
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Bore marrow studies and the serum electro- . 
phore-ic pattern revealed heavy plasmocytosis and 
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/" Photomicrograph of a 
biopsy from a mucosal 
EX erosion in a case of multi- 
m ple myeloma. The cellular 


E infiltrate is seen under 
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— mixture of polymorpho- 
“nuclear and lymphocytic 


"the microscope to consist 
~ predominantly of plasma 
cells’ with a small ad- 





3 leukocytes, pyknotic ele- 
—- ments, and a few mitotic 
.. figures, reduced about 
-39% from mag. X 992, 
m 
E 
» AM 
7 a "gamma myeloma band" that were interpreted enlargement. Hyman and Blau,' following 
Be by the Hematology Service as being absolutely Negri 5 and Zoon,? saw plasmocytic infiltra- 
T diagnostic of multiple myeloma, All other tests ; . ; l : 
E tions in cases diagnosed as erythroplasia 
3 including those for cryoglobulins and liver func- d f "e ; 
+ tion were either within normal limits or negative. of Queyrat, an ourtd the aPpserance 39 
Biopsy of a representative area of the erosive distinctive that they suggested the title of 
process in the mouth was read and interpreted by — plasmocytoma penis for them. On the other 
Dr. Arthur B. Hyman as follows: “The epithelium, hand. Stout and Kenny !? suggest that such 
Biceparated from the corium, is thick and shows . : ^ 
xU seemingly solitary and stationary lesions 
a ‘intercellular edema. The corium is almost entirely : 


E ^ 
Pe 

a? 

M i 


Emm 
E 


a 


he -» 
a 


occupied by a massive cellular infiltrate composed 


; of plasma cells with deeply staining eccentric 


nuclei, pyknotic elements, a few mitotic figures, 
- lymphocytes and polymorphonuclear leukocytes in 
Er eeuding order of preponderance as listed (see 
—Fig.). In view of the diagnosis of multiple 
- myeloma, the large number of plasma cells may 


- be taken to be a manifestation of the underlying 
* ss ^ 
_ disease.” 


Comment 


The finding of extramedullary plasma- 
call infiltration may present diagnostic and 
- nosologic problems. We may disregard con- 
ditions like early syphilis, granuloma in- 


may in time metastasize to regional nodes 
and ultimately be associated with bone mar- 
row involvement. The crux of the problem, 
then, is whether pure plasmocytomas in 
extramedullary sites are entities sui generis, 
whether they are formes frustes of multiple 
myeloma, or whether they are premonitory 
of ultimate development of a more complete 
picture of multiple myeloma. 


We have no position to take in this mat- 
ter, but in reverse we would say that the 
finding of extramedullary plasmocytic in- 
filtration merits investigation for multiple 


X -. guinale, rhinoscleroma and some others in myeloma as a sort ot plasmocytosis of gen- 
E which moderate numbers of plasma cells, eralizing potential. In particular, we ‘suggest 
among other elements, are usual, expected, from «he experience described that ex- 
and partially diagnostic. More to the point tramedullary plasmocytic infiltration mays 
A i E tations. i^ which extramedullary Present as an erosion rather than as a clean 





plasmocytomas are found unassociated with 
clearcut or previously resolved syndromes. 
— Thus, Hellwig® has described @xtramedul- 
m plasma-cell tumors which remained 
localized for years and caused no symptoms 
other than those of any comparable tissue 
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tumefaction within the complex that we call 
multiple myeloma. 


Summary 


A case of*multiple myeloma is reported 
in which extramedullary plasmocytic infil- 
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E plasmocytic infiltrations is 
i E = her discussed, and it is suggested that 
j eM = | n finding merits more and continued 


PE At p are / thdebted. to Dr. Oran Canizares n 
x pr. . Morris Leider for several valuable suggestions 
i ae aid in the composition of this jore | 
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r ngiolipoma 


a n ; 
d — The classical history of a patient with 
3 _angiolipoma is that of a young person who 
P. notices, shortly after puberty, one or two 
ES small, painful “lumps” under the skin. These 
E e followed by the appearance of 2 or 3 
. more each year, for a number of years. 

Em The nodules of angiolipoma may be in- 
ns _terpreted clinically as lipomas, but the de- 
A gree of vascularity is much greater than 
E that of the simple lipoma when examined 
^n nicroscopically. The tumor is sometimes 
called a vascular lipoma by the pathologist 
E B depending on its composite ratio of fat 
‘cells, capillaries, and stroma—an angioli- 
po a, angiofibrolipoma, or even a benign 
^ mesenchymoma. After we had examined 
a hundreds of fatty tumors, it appeared to us 
x - that there is a tumor which fulfills the 
E criteria of angiolipoma. It is the purpose of 
Er study to correlate the clinical and his- 
- tologic characteristics of the angiolipoma 
E to determine the course of development. 
EC Materials and Methods 


From specimens on file at the Armed Forces 
oma of Pathology and coded under the various 
ey d iagnoses of lipoma, hemangiolipoma, benign mes- 
|. enchymoma, angiofibroma, lipoma telangiectaticum, 
Bond angiolipoma, 1,678 were examined. Of this 
» group, 288 lesions removed from 248 patients were 
~~ included as angiolipomas in our study. In 149 
= patients, the initial information was augmented by 
^. data and follow-up information obtained by ques- 
| tionnaire. For comparative purposes, 10 glomangi- 
| Ornas and 10 liposarcomas were studied. 
- Histochemical procedures used were the hema- 
‘2 Ei tis kosin method, Masson’s trichrome stain, 
|. Snook's reticulum stain, the periodic acid-Schiff 
^. (PAS) reaction, Bodian's method for nerve fibers, * 


» yo oY 
[| 
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Gomori's iron reaction, and Rinehart-Abul-Haj 
reaction for acid mucopolysaccharides (AMP) 
with and without testicular hyaluronidase digestion, 
Alcian blue reaction, Verhoeff's stain, and the fol- 
lowing stains for fat: oil red O, Nile blue sulfate, 
and osmium tetroxide. 


Clinical Appearance 


Angiolipoma appears clinically as a sub- 
cutaneous nodule which may be.so small as 
to be barely perceptible or large enough 
to be easily seen. Careful scrutiny under 
adequate lighting as a rule will reveal the 
presence of a tissue mass elevating the skin. 
There is rarely any change in thickness or 
coloring of the overlying integument. The 
angiolipoma feels like a smooth, resilient 
mass embedded in the subcutis. The overly- 
ing skin is movable and unattached to the 
tumor. In short, the angiolipoma, except 
for being slightly firmer, feels and looks 
like a subcutaneous lipoma. 

All the tumors in this series, except 26 
for which the site was not known, were 





Fig. 1—Arstatomical distribution of 262 angio- 
Tintern. (AFIP Neg. 60-507.) 
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removed Boi «the trunk and extremities 
(Fig. 1). None were known to be from the 
face, scalp, palms, or soles. Of 248 patients 
with one or more angiolipomas removec for 
pathological examination, 149 were ‘rom 
the upper extremities, 39 from the lower 
extremities, 37 from the abdomen, 21 ‘rom 
the anterior chest, 16 from the back, and 
26 from sites unknown, making a total of 
288 tumors. It must be pointed out that the 
figure of 288 represents the total number 
of tumors removed but not the total number 
of tumors possessed by the patients. Fur- 
thermore, it can be only presumed taa. the 
unexcised tumors were angiolipomas. 


Pain was the chief symptom anc often 
the primary reason for surgical removal 
of the tumor. Our reports indicate that 154 


patients experienced mild pain or vague dis- 


comfort when pressure was applied tc the 
nodule. Four patients “described a constant 
dull type of pain. Fifty-two patients did not 
experience pain under any circumstance. 
The status of pain in 38 patients was not 
known. It is pertinent that there wa- no 
instance of the sharp, radiating type of pain 
which is frequently the trade-mark of the 
glomus tumor. 


Many of the lesions were removed from 
sites subject to repeated pressure enc ir- 
ritation. Approximately 70% of the -amors 
of known distribution were from tae ex- 
tremities and 20% were from the abdomen 
and back, predominantly from the bel: line. 
Of the 248 patients 197 reported multiple 


Fig. 2.—Angiolipoma in 
Which the adipose com- 
ponent predominates. He- 
matoxylin and eosin; 
reduced about 18% from 
mag. X 12. (AFIP Neg. 
60-1586.) 
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tumors, 21 single tumors, and in 30 pa- ~ 
tients the number was unknown. E 


In the current study all tumors except - 
one were removed from patients ranging 
in age frome 16 to 58 years, with a median ~ 
age of 24. The average age at onset was. 7 4 


bution (only 7 were Negro) are not con: 
siderec valid since the population of the 
study was not representative. In 11 patients _ 
with multiple tumors there was a history of 
similar nodules beneath the skin in other 
members of the family. 


Gross Pathology 


The angiolipoma is readily shelled out 
through a linear incision in the overlying = 
skin, exposing an encapsulated, sometimes — 
lobulated mass ranging in size from 0.8 to’ ag 
3.8 cm. im the longest axis. Its consistency ~ 
is denser than that of the lipoma, and the — 
vascular component is obvious in the red- — 
yellow color of the freshly cut section. M 


Histology E 


The angiolipoma is basically an encap- 
sulated fatty tumor. The ratio of adipose to ` 
vascular tissue is variable, ranging from a — 
tumor which is predominantly lipomatous — 
(Fig. 2) with a small angiomatous focus, 
to one in which dense vascular and stromal . - 
elemen:s have replaced most of the fat — 
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© Hematoxylin and eosin; 


^ e mag. X 14. (AFIP Neg. 


X -gradations 
- proliferation, and in the intercapillary fibrous 


TORTE. IG TREPERI etis 


A 
ie, 


Fig. 3.—Angiolipoma in 
. which the angiomatous 
component is prominent. 


60- 1587.) 


O (Fig. 3). Between these extremes are many 
in the cellularity, endothelial 


-< and collagenous material. Incomplete fibrous 





septa penetrate the tumor from the thin 
connective tissue capsule and are accom- 
panied by blood vessels continuous with an 
encompassing network of larger calibered 
vessels. From these blood channels, which 
lack both elastic and muscle elements in their 
walls, is ultimately derived a maze of thin- 
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walled narrow capillaries. This capillary 
proliferation apparegtly proceeds from the 
peripheral margin inward, since in many of 
the tumors the angiomatous component is 
limited to a narrow border subjacent to the 
capsular margin (Fig. 4). In many others 
one margin of the tumor is solidly involved, 
and the other margin is only slightly in- 
volved with a narrow border of exaggerated 
capillary growth. The lumens of these closely 
aligned capillaries may be empty and their 


Fig. 4.—Angiomatous 
proliferation at the pe- 
riphery of the angio- 
lipoma. Hematoxylin and 
eosin; reduced slightly 
from mag. X 50. (AFPP 
Neg. 60-1588.) 
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walls pressed together: or they rmy be 
dilated and engorged with erythrocytes, or a 
composite pattern may be present ir a sin- 
gle lesion (Fig. 5). Between the cap llaries 
there is a ground substance with the histo- 
chemical properties of acid mucopelysac- 
charide. This material stains a bright blue 
by the Rinehart-Abul-Haj ! method and is 
almost completely digested by hyaluroaidase, 
indicating that there is a large component of 


Fig. 6.—The capillary- 
like structure is surround- 
ed by reticulum. Snook's 
reticulum stain; reduced 
Slightly from mag. X 530. 
(AFIP Neg. 59-6490.) 
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Fig. 5.—An angiom rm 
atous area composed e 
capillary-like structure, —— 
Hematoxylin and eosin; . 33 
reduced slightly from d 
mag. X 305. (AFIP Neg. 9 
59-4010.) MS 


hyaluronic acid. There is a delicate reticulum - t 
arounc capillaries and stromal elements and | = 
throughout the interstitial fat (Fig. 6). 
Elastic tissue could not be demonstrated in 
the vessels within the tumor. 

The cellular components of the angioli- 
poma vary only quantitatively. Slender 
endothelial cells line the narrow vessels, ~ 
which may contain erythrocytes in limited 
numbers or in profusion. Fibrocytes, a few 
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ly from 
JXAFIP Neg. 59-4014.) 


—. morphonuclear 


Fig. 7.—Several capil- 
lares contain fibrin 
Hematoxylin 
and eosin; reduced slight- 
mag. X 305. 


scattered. lymphocytes, and, rarely, poly- 


leukocytes may be seen 


EC throughout the stroma. The fat cells are 
— — usually mature, with most of the nuclei 


flattened against the cell wall; many have a 


` notched nucleus (Unna’s Lochkern) as de- 


scribed by Plaut. No tumors in this study 


— were composed of the multivacuolated cell 


characteristic of fetal fat and the hibernoma. 


E Occasionally, however, small cells were ob- 


served, having hyperchromatic nuclei and 
—- scant, faintly eosinophilic cytoplasm and in- 
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terpreted as primitive mesenchymal cells. 
Mast cells were present in almost all of the 


— angiolipomas. No areas of hemopoiesis were 


noted. Neural elements could not be iden- 


 tified in the tumor substance nor in the con- 


nective tissue septa and capsule. In no 
instance was a marked inflammatory re- 
action or fat necrosis observed. A fairly 
frequent change was the presence of scat- 
tered eosinophilic thrombi, apparently com- 
posed of fibrin, within the vascular portion 
of the tumors (Fig. 7). The thrombi were 
noted even in those tumors which had only 
a narrow rim of vascular proliferation along 
one margin and no other alterateon. 


Comment 
The angiolipoma, as an entity, has been 


mentioned only briefly in the English litera- 


130/928 


LL NISERAES 5: FFE ers 


| | GC re ter 
ARCHIVES OF DERMATOLOGY 





ture. Dowen;? in 1912, described a young 
patient with a steady multiplication of dis- 
crete subcutaneous tumors which he called 
angiolipomas and which meet the current 
clinical and histological criteria. Of several 
excised tumors, some were composed of 
"pure fat tissue" and others of dense growth 
of newly formed vessels infiltrating the fat 
within the thin capsule. However, as judged 
by the distribution of the angiomatous com- 
ponent in the lesions in our study, it is 
conceivable that not every section of a tumor 
might include the vascular element. An ab- 
stract from the Proceedings of the Royal 
Society of Medicine, 1913, contains Little’s * 
report on an 18-year-old youth with about 
30 subcutaneous lesions on the extremities 
and trunk. After biopsy, Whitfield ? applied 
the name “multiple angiolipomas” to the 
tumors. Watson and McCarthy,® in con- 
sidering tumors of blood and lymph vessels, 
state "without further discussion that the 
angielipoma is closely associated with the 
capillary Hemangioma. Klem,* in 1949, de- 
scribed 3' patients with multiple intermixed 
lipomás and angiolipomas, and in 2 there 
was a familial incidence. His suggestion that 
these tumors resemble the glomus tumor 
provides ené hypothesis as to the nature of 
the angiolipoma. A more direct approach, 


- Vol. 82, Dec., 2960 


oR 5s NM "Le le V ore SERT PR goa a ADR EU EVI z€ ie x mx "P 


dv. 
El 
ne p. 
è 3 ra 


E 


1 E 
"i, 
Ta 
T4 8 d 
wt 


wn 
wt 
aA > 


M" ~~ 


e vascularity 


"P 


AN GI OLI POMA 
| 


however, is to assume that all angzdipomas 
eventuate fsom lipomas reacting to some 
stimulus, as postulated by Jimenez Diaz et 
al.8 in a discussion of lipomas anc angioli- 
pomas. To specujite that the angio Homa is 
related to the “tumors arising from the 
cutaneous glomus ? is more challenging but 
less likely, since there is little tc support 
such speculation. A clinical common denomi- 
nator for all these lesions, incluémg pre- 
sumably the lipoma, is pain. However, it 
must be pointed out that the pamful 
“lipoma” may prove to be an anzgolipoma 
on pathologic examination. The pam of the 
glomus tumor is sharp, often radiating, 
either constant or intermittent, anc at times 
almost unendurable. It may be eve=ed by a 
change in temperature, or by slight pressure 
of clothing, and has been describe? as feel- 
ing like a “red-hot poker.” The pam of the 
angiolipoma is elicifed typically ky direct 
pressure or palpation, and its qual y is that 
of vague tenderness. Only rarely as it de- 
scribed as being sharp or cominz in re- 
sponse to temperature changes. Am even 
greater difference separates these entities 
histologically. The glomangioma has a basic 
cell, which is the same as that of toe cutane- 
ous glomus, massed about vascthr chan- 
nels. Smooth muscle may be present and 
may even be prominent. Bailey? described 
glomangiomas as having many æriglomic 
nerves with filaments which penetrate the 
tumor. The vague discomfort of the angioli- 
poma is the type of pain mediatec by fine, 
unmyelinated or poorly myelinated nerve 
fibers. That no nerve fibers were seen in 
the Bodian preparations does ty prove 
their absence without question. 

An investigation of the relatacnship of 
to painfulness was nade by 
arbitrarily dividing the angiolipones into 
two groups: those predominant adipose 
and those predominantly vascular. Analysis 
showed a significantly greater namber of 
painful tumors in the predominanti> vascular 
group. 

Angiolipomas are rarely excised to in- 
clude the surrounding skin and succttaneous 
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tissue, but such a procedure might | 
wortiy of future study, since pathologies 
chanzes in the surrounding tissue might 
account for the symptoms noted on pm 3 
sure and irritation. Reactions such as eder 
and nflammation in the tissues immediately? 
adjacent to the tumor could elicit pain 
stimali transmissible by nerve fibers travers: 
ing ~he area. It is also conceivable that t Le 
pain is due to pressure on the surrounding — 
area | Er > 
Alair!? has surmised that multiple 1 dS | 
pomas are of neurogenic origin, admi d 
that there is no histologic evidence to sub- 
staniate this idea. It would seem more o: 
logical to assume that the subcutaneous | 3 
lipoma is congenital, taking origin from 
embryonic sequestrations of dde 
cells These primitive bodies remain in < 
state of subclinical dormancy until hormones 
of the adolescent period excite differentia: 1- 
tion to mature fat and initiate the slow S 
course toward a simple subcutaneous lipoma. - s 
Differentiation and progression to vascular E | 
proliferation may be triggered by late 
stimuli, such as repeated mild trauma. The 
presence of scattered capillary thrombi mát 
in "urn be followed by sclerosis and in- 5 
crezsed endothelial proliferation. The end- 
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picture is that of angiolipoma. This opinion F | 
is supported in theory by Wassermann's 

observations on the primitive fat organ,’ a 
the views of Wells on the fat-storing 
mesenchymal cell? Willis on the inter- — 
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mutability of mesenchymal tissues,? Rozy- . 
nek on differentiation of blood vessels, < 
and Foot, Cunningham,!? and Gross and ` 
Wolbach 17 on the fibrocellular sequelae of 
thrembosis and sclerosis. Histological study - 
reveals no necrosis. The usual cell =a 3 
follbbwing thrombosis is apparently circum- | | 
vented by oxygenation provided by the maze ~ 
of still-patent capillaries. The thrombosed 
*apillaries may serve as a stimulant to A 
encothelial and fibroblastic proliferation, be- ~ 
gining at the periphery of a lobule and | F 
advancing centrally to completely involve a 
the tumor. oa E 
Although the potentiality for malignant - | 
chenge is inherent in every kind of neo- - t 
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` plasm, the benign nature of the angiolipoma 
D is to be emphasized. The angiolipoma 1s a 

: 3 | relatively small encapsulated tumor which 
E Er grows slowly and shows minimal mitotic 
. activity and well-differentiated cellular com- 

3 P . position. It exhibits no tendency to recur 
23 TA . after excision, no extratumor invasion or in- 

- filtration, and no metastasis. Even liposar- 

4 $s E coma arising in a subcutaneous lipoma is an 
o: Di extremely rare occurrence, and in those re- 
E. .. ported, 18,19 it is impossible to state that the 
Y. tumor was not malignant from the begin- 
i ning. In a few recorded cases of liposar- 
E. . comas in patients with multiple subcutaneous 
D. - lipomas;29 it is not possible to establish that 
the relationship is not merely one of coin- 


p sidence. 

















Summary and Conclusion 


E A clinical and histological review of 1,678 
$ -subcutaneous fatty tumors revealed 288 
— tumors from 248 patients which fulfilled 
B. the authors’ criteria for the diagnosis of 
.. angiolipoma. The clinical appearance of the 
E p giolipoma is essentially similar to that of 
he simple lipoma. However, pain, usually 
m ild and inconstant, is experienced by the 
. majority of patients and is elicited by pres- 
E - sure or palpation of the angiolipoma. There 
Eds. a positive relation between the degree of 
E escularity of the tumor and the symptom 
3 of pain. 
^. The angiolipoma is an encapsulated and 
| - lobulated tumor. It differs from its ap- 
7 . parent progenitor, the lipoma, chiefly by the 
1 -.. presence of an excessive degree of vascular 
- proliferation. 


bt 
E 


— The process of capillary and fibrous pro- 

38 j “liferation apparently begins at the periphery 

d of the nodule of fat and progresses centrally, 

Bitiecting an eventual conversion to a solid 

. vascular and stromal pattern. The adipose 

-tissue is replaced without evidence of fat 
necrosis or gross inflammatory reaction. 
L P Despite the increasingly cellular $ppearance, 

— the angiolipoma follows a benign course. 
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Diffuse Telangiectasia with Muscle Weakness and 
Leukopenia | ` 


Report of a Case 


i igs CAPT. DONALD G. MOYER, MC, USA, and COL. RAYMOND M. WILLIAMS, MC, USA 


E. f normal. 
= with progressive muscular weakness and : 


leukopenia 1s reported because of its unusual 
features and unexplained etiology. 


Aw climbing stairs. This weakness progressed, in- 
volving primarily the pelvic and shoulder girdle 
~ muscles, until 1958, when ambulation was limited 
to about 50 yd. There has been little change since 
she was first seen. 

; Shortly after the onset of weakness, telangiec- 
-— tasia began on the anterior tibial regions. This 
spread to involve the entire skin surface of the 
— lower extremities including the soles of the feet, 
7 ON but sparing the inner aspect of the thighs. 
| | years after onset, telangiectasia started on the 


rather a degenerative muscular disease. 


1... forearms and has progressed to involve the dorsum 
x ES of the hands and the lateral aspect of the upper 
i > “arms. There has been no progression while the 
patient has been under observation. 


Pe 


EU Neurological examination was negative, Muscle muscle was accomplished. 


| vividly colored (Fig. 1). The arms were red, as 
Re. were the thighs and the soles of the feet, except 
| for the areas of maximum pressure. Below the 

— knees the color darkened to violet and became blue mild 
around the ankles. Individual vessels could be dis- 
tinguished only on the arms, thighs, and anterior 


tibial regions. Traumatic scars showed no telan-  "€"t , 





— . . Submitted for publication June 5, 1960. The corium is thinned, with finer-than-normal 
E Dermatology Service, Letterman General Hos- collagen bundfes and with a moderate diffuse and 
~ pital, San Francisco. perivascular infiltrate of chronic in natory 
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-. — The following case of severe diffuse sure was removed. The skin temperature was 
vid telangiectasia of the arms and legs associated normal to palpation, and the peripheral pulses were 


Laboratory Studies and Special Examinations.— 
X-ray examination of the chest, including a barium 
esophagram, and of the hips, back, and hands was 

History.—The patient has been observed from negative except for osteoarthritis of the hands. 
May, 1958, to April, 1960. She is a 58-year-old Urinalysis and a serologic test for syphilis were 
Te woman of English-Scottish extraction, whose past negative. A white blood cell count showed a total 
» medical history reveals a panhysterectomy and bi- of 1,900 cells, with 30 neutrophils, 61 lymphocytes, 
- m lateral oophorectomy because of menometrorrhagia — 4 monocytes, 3 eosinophils, and 2 basophils. 
s ~ vat the age of 39, but no other significant illnesses. erythrocyte sedimentation rate was 6 mm/hr., 
Her family history is noncontributory. In 1950, hemoglobin was 13.4, the hematocrit was 38%, 
ES ‘at the age of 48, she noticed weakness, not asso- the red blood cell counte was 4,210,000, and a cir- 
~ ciated with pain or tenderness, in her legs when culating platelet count was 146,000. A bone mar- 
row examination was normal. An electromyogram 
showed no areas of peripheral nerve damage but 


Frequent examinations after discharge from the 
hospital showed a slow increase in her white blood 
count. One year after the above studies, her white 
blood cell count was 3,500, with 31 neutrophils, 
65 lymphocytes, 3 monocytes, and 1 basophil, and 
Th 3 eosinophils. During and since her hospitaliza- 

ree 3 
tion, the following tests have been accomplished 
Fe with normal results: circulation time, liver func- 
tion studies, creatine, creatinine and 5-hydroxy- 
indolacetic acid secretion, serum electrophoresis, 
| iodine™ uptake, serum electrolyte concentrations, 
EC ‘Physical Examination May, 1958.— The patient SGO-T, SGP-T, and LE cell tests. In Nov., 1959, 


P Zu had a waddling gait with marked lumbar lordosis. 8 biopsy of the skin and the left sasthqenensas 


. testing showed severe weakness of the shoulder Pathology.—Grossly, the muscle tissue had dis 
— . and pelvic girdle muscles and the left gastroc- appearance of fat. Microscopic examination of 
4 nemius and soleus muscles. Her extremities were the riuscle (Fig. 2) shows a profound atrophy 
! with the fibers separated by large amounts of fat. 
Some of the muscle bundles are represented only 
by sartolemmal nuclear conglomerates. There is a 
„interstitial and perivascular infiltrate of 
chronic inflammatory cells. Arterioles are promi- 


giectasia. When the vessels were emptied by The,skin biopsy (Fig. 3) shows a normal epi- 
diascopy, the skin showed no atroppy or pigmen- dermis and a normal basal-cell layer with flatten- 
tation. The vessels refilled slowly when the pres- ing of the rete ridges. The adnexae are normal. 


The 
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TELANGIECTHSIA—MUSCLE WEAKNESS, LEUKOPENIA 





cells. In the upper conum there are mumerous 
telangiectatic vessels lined with endotzium and 
containing red blood cells. They are separated 
from the epidermis by a thin band of collagen and 
are surrounded by concentric hyalinizec fibrous 
tissue which varies from being barely liscernible 
to being quite thick. Feeding vessels tzr-erioles) 
are present in the dermis and subcuta-eous fat. 
A Verhoeff-Van Gieson stain shows parmal col- 
lagen and elastic tissue, and a Giemsa stain shows 
no increase in the number of mast cells. 


Fig. 3.—Photomicro- 
graph of skin showing 
marked telangiectasia. Re- 
duced about 15% from 
Tnag. X 200. 


M ovyer—Williams ~ 
> 


Fig. 2.—Photomicro- 


severe atrophy and re- 
placement with fat. Re- 
duced about 15% from 
mag. X 100. 


ae 
emo 


Comment 


The patient shows a combination of un- 
usual findings. The etiology of her muscle 
disease is not apparent. Electromyographic 
examination shows it to be a primary myop- 
athy, and it may be either a myositis or a 
menopausal muscular dystrophy.! The large 
proximal muscles were the first and most 
severely involved, and this might suggest 
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S The histologic 
X E distinction between these 2 entities is not 
E as has been emphasized by Green- 
xe 














"-. Both Brocq* and Miescher? classified 
8 . telangiectasias and included essential types 
: of the en plaque and diffuse varieties, and 
- in the American literature Becker ê discussed 
E generalized telangiectasia. None of their 
E pions are similar to this case. 

—— A case reported by Parkes-Weber,’ with 
| " ‘a photograph of the patient's legs, resembles 
: ours. She was a 44-year-old woman with a 


SÉ a normal white blood count. Two other 
Bi Es cases? were presented at the same 
E meeting. 
"Other, more recent, cases were re- 
i. - viewed, $1911 and onet? is a 37-year-old 
- white woman who had a 3-year history of 
E. E telangiectasia involving the arms 
E and legs, without atrophy of the epidermis, 
PNE . associated with fatigue, weakness, and pares- 
P. -thesias, but her white blood cell count was 
. normal. No muscle testing or muscle biopsy 
_ was described. i 
i ji Photosensitivity has been considered as 
. possibly contributing to the pathogenesis of 
A $ the telangiectasia in our case, but the lack 
jo rot or seins of the face and the extensive 
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Summary and Conclusion 


_ A patient with progressive muscular weak- 
| Ms associated with extensive telangiectasia 
E £ the extremities and prolonged leukopenia 


E. is presented. Etiology is unknown. Re- 


b 







E E. 2 cases ^!" whose skin changes are 
~- quite similar to this case, and one of these 19 
also showed weakness. It is felt that there 
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is a definite association between the 2 find- 
ings of weakness and telangiectasia because 
of their similar time of onset, Similar pro- 
gression in severity, and lack of significant 
change in either during des of observa- 
tion. 


Color reproductions courtesy of Ciba Pharma- 
ceutical Company, Summit, N.J. 


Letterman General Hospital, San Francisco. 
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— Ataxia-Telangiectasia 


Ot MORET S. HIGDON, MC, USA 


Cerebellar ataxia with ocular and cutane- 
| ous telangiectasia was first described in a 
^R .. .. 9-year-old Caucasian boy by Madane Louis- 
Bar! in 1941. The next report in which 
_ there were similar findings was made in 
wee 1957 by Wells and Shy? These authors 
a — described two sisters who at the ages of 5 
3s . and 7 years experienced the onset of pro- 


— . . gressive ataxia followed, approximately 3 
here . years later, by oculocutaneous telanziectasia. 
xd — In 1957, Biemond? also reported 4 similar 
` cases, including 2 necropsies. In 1958, Boder 


and Sedgwick* described 8 cases under 
the title "Ataxia-Telangiectasia." At ap- 
= proximately the same time 2 additional cases 
= M were reported by Centerwall and Miller.’ 
Since 1958 there have been additional 
` sporadic reports ^? bringing the total num- 
ber of known cases of this unusmal syn- 
drome to 24. 

The syndrome, as described by Boder 
and Sedgwick, has 4 main features— 
progressive cerebellar ataxia, progressive 
oculocutaneous telangiectasia, frequent sino- 
pulmonary infections, and peculiar eye 
movements. Other less consistent findings 
include retardation of growth, limitation of 
mental age to 10 years, and various cutane- 
ous changes. 

=~ The onset of ataxia usually begins be- 
—. tween 12 and 18 months of age, but in 2 
ACE of the reported cases it did not appeat until 
| after the age of 5 years. The ataxia gener- 
E. ally becomes clinically evidenthwken the 
| child begins to walk. It is clearly, of the 
cerebellar type, being manifested first by 
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I "LA sinopulmonary lectia 
been seen in approximately 75% ora 
cases. This feature may be manifested by S 
rang? of severity encompassing simply P vj 3 a 
sistent rhinorrhea to recurrent episodes of E 
severe pneumonitis and chronic bronchiecta- 
sis. Pneumonia has been the usual termi al 
episade in the fatalities so far reported. — A 


Nc hemorrhagic episodes have been de de 
scribed, and no gross internal anomalie 
have been found. ^ 


Peeuliar eye movements have been seen A 
in nearly all the children. This has been 1 
descr bed as a defect in executing voluntary — : 
ocula> movements and an inability to main- - E. 
tain full excursions of the eyes.? The ` vision, Bk A 
pupils, and fundi are usually normal. [5 

Tehngiectasia has been reported in all 
cases, and the interest of dermatologii ING. 
is di-ected to this characteristic of the. | F i 
syndrome. In the great majority of cases | E 
the ataxia has preceded the telangiectasia, ` i 
but in a few the telangiectasia has appeared | P 3 
first cr has been coincident with the onset ~ ; 
of muscular incoordination. The patterning ne 
of the telangiectasia is characteristic and 4 d 
valuable in differentiating this syndrome $ 
from ther forms of ataxia. Telangiectasia 
is first noted on the bulbar conjunctiva, b E. 
where the temporal and nasal areas are in- 2. i 
volved. The portions superior and inferior NL 
tó the limbus are usually spared. Children E ^. 
at this stage have been diagnosed as having ~ : * 
a non nfectjous conjunctivitis. Fine telan- - " 
giectatic vessels are soon noted over the © W 
eyelids, butterfly area of the face, ears, 
postauricular areas, flexural areas of the ~ 
neck, lorsa of the hands and feet, and theo 3 
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pones and antecubital fossae. Occasional 
~ cases of telangiectasia which involve the 
i oral mucous membranes have been reported. 
Other cutaneous findings which have been 
reported include diffuse poliosis, café au 
lait spots, and excessive dryness of the skin 
DE and hair. These abnormalities have all been 
i present in 40% to 60% of the «described 
: "> Cases. In several children the presence of 
33 p ue vulgares has been mentioned and 
‘one child had eczematous lesions of the 
7 face 
_ The following illustrative case, which has 
p. B een reported elsewhere,’ is presented to 
E acquaint dermatologists with a syndrome in 
Un 
d 


S 
ve E 
^R. 


‘3 
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m which oculocutaneous manifestations are 
-cha aracteristic, and, at the present time, 
L necessary for diagnosis. In several of the 
cases, including our own, the dermatologist 
~~ was consulted by the attending pediatrician 
e. -. or neurologist in the hope of reaching a diag- 
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HM <A 9-year-old Caucasian boy was admitted on 
ia Oct. 4, 1958, with the complaint of “poor coordi- 
Be mation." 

i. XE He was the product of a normal pregnancy and 
E. E. delivery. At birth, the physical examination was 
E S en except for the presence of reddened sclerae. 
M a 


Growth and development were normal, but at the 
age of 12 months it was noted that he fell more 
|. frequently than would be expected and that his gait 
E. ^ was extremely unsteady. The parents were told 
- the child had "cerebral palsy," but this was denied 
TM "by a neurologist to whom the parents took the 
ul child at 18 months of age. His difficulty in walk- 
Ta _ ing persisted and he never achieved complete sta- 
E E sanity, At the age of 6 years, drooling and jerky 
< movements of the head were noted. He attended 
lic school and progressed satisfactorily ex- 
Cree for penmanship and reading, in which his 
Ns 5. difficulty was felt to be due to his inability to 
£3 ae his eye movements. 
| When he was 8 years old, small red telangiec- 
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2 in size and spread to other areas. There was no 
3 history of purpura or any other hemorrhagic epi- 
. sodes. 

. During the 9 months before admission, the ataxic 
S Symptoms rapidly increased. The patient had ex- 
| treme difficulty in walking and self-feeding. He 
"was taken out of public school and tutored at 
Ron where it was felt that his mental progress 
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was satisfactory. Walking without assistance was 
interdicted after several traumatic falls. 

The child had suffered numeros episodes of 
respiratory infections. When he was 214 years old 
an adenoidectomy was performed for recurrent 
otitis media. He averaged 2 d. cin of broncho- 
pneumonia a year for the 5*years prior to his 
admission. Otherwise, the past history was un- 
remarkable. 

There was no history of consanguinity or simi- 
lar cases in the family. An older sibling was 
completely normal. 

Physical Examination.—The patient was well 
developed, well nourished, and alert mentally. He 


drooled saliva and exhibited coarse, -athetotic 


. movements of the entire body. 


The vital signs were normal. 

The skin of the flexural areas of the neck, pre- 
and postauricular areas, ears, malar eminences, 
bridge of the nose, both eyelids, and the popliteal 
and antecubital fossae showed multiple telangiec- 
tatic vessels (Figs. 1, 2). These vessels all blanched 
on diascopic pressure. There were no petechiae or 
other hemorrhagic manifestations. The skin was 
excessively dry, and there were no areas of poliosis 
or café au lait spots. 
hair, and nails were all normal. 

The eyes showed telangiectasia of the bulbar 
conjunctivae on the temporal and nasal sides 


Fig. l.— 


Telangiectasia of the auricle. 
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The mucous membranes, 


" = Os 


(Fig. 3). The superior and inferior porti-3s of the 
bulbar conjunctivae were free of tela-ciectatic 
vessels. The pupils and fundi were norma. There 
was a lack of coordination of head and =e move- 
ments. Lateral and fixed nystagmoid mevements 
with constant slow jerking of the eyes were present. 


The neurological examination showed marked 
ataxia with some involuntary movements. Ataxia 
was most apparent on movement of tae eyes, 
upper extremities, and on observation o- station 
and gait. All cranial nerves were intact -nd nor- 
mal sensation was noted. Normal deep tendon 
reflexes and superficial reflexes were eli-*ed, and 
no pathological reflexes were present. 

Laboratory Data.—Hemograms, includw= plate- 
let counts, were normal. Bleeding and clotting 
times were 214 minutes and 314 minutes, respec- 
tively. The Rumpel-Leede test for capilla fragil- 
ity was normal. The spinal fluid examinasen was 
within normal limits, including normal pro»ein and 
cell counts. The following tests were negative or 
within normal limits: Serologic test for syphilis, 





Fig. 3.—Characteristic pattern of telangiectasia 
of the conjunctiva and lower eyelid. 
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Fig. 2. — Flexural area ORE 
the neck showing character- < 
istic telangiectatic pattern. 


cephain flocculation, thymol turbidity, blood urea  . 
nitrogen, calcium, and phosphorus, and urinalysis. Mi 
Roentzenograms of the skull and chest were norai 
mal. The electroencephalogram was within normal ~~ 
limits. Three electrophoretic patterns on the serunt 


low levels of y-globulin, which ranged between 2 
0.55 and 0.79 gm. per 100 cc. (normal mean 117 3 
gm. per 100 cc., with a standard deviation of 0.2). — 
A skia ine iets the antecubital fossa showed a . 


The patient had an uneventful hospital course. m : 
and after the completion of diagnostic studies he ~~ 
was cischarged with the diagnosis of E å 
telangiectasia, Ec 


respiratory infections, but no further attacks of X 
pneumonia since his discharge. He has been taking - S. 
400 mg. of ascorbic acid daily and utilizing - A 
prophylactic postural drainage. ina 


In September, 1959, several erythematous, scala 
ing plaques developed on the lower extremities. — ? 
These were clinically diagnosed as psoriasis and . 
have responded to tar and ultraviolet light e 


i E 


Comment 


This patient exhibits all the major fea- x 
tures ef the syndrome of ataxia-telangiecta- 
sia. | 

The syndrome is felt to be a heredofamil- 
ial disorder transmitted as an autosomal | ; 
recessive tfait. Seventeen families account - 
for the 25 cases that have been diagnosed 
and reported. Eight families have 2 chil- 
dren involved and 9 families have 1 child . 
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affected. Of the 25 cases, 16 are girls and 
9 are boys. 

The cutaneous telangiectasia 1s thought to 
be arterial in origin,* but the ocular 
larity has been manifested mainly by a 
dilatation of the connecting venules of the 
conjunctival vessels. In our case it was 
felt clinically that the anomaly was venous 
in origin, and in an attempt to accurately 
define the nature of the pathologically di- 
lated vessels, capillary microscopy, using 
was under- 


Vascu- 


previously described methods," 


Fig. 5.—Photomicro- 
graph of telangiectatic 
vessels after stripping. 
The origin of these ves- 
sels is clearly seen to be 
from the subpapillary ve- 
nous plexus. 
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Fig. 4. — Biopsy speci- 
men from antecubital 
fossa showing telangiec- 
tatic vessels in upper co- 
rium. 


taken, Telangiectatic. vessels were clearly 
seen branching from the subpapillary venous 
plexus. Figure 5 leaves no doubt as to the 
venous nature of the telangiectasia. There 
is also a striking decrease in the number of 
capillaries, which has been frequently noted 
in association with telangiectasia, 

In the autopsies performed so far, the 
venules of the leptomeninges have been 
dilated and engorged. It has been suggested 
that these cortical changes can be attributed 
to anoxia on the basis of stagnation. The 
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dilated venules wot well with the cu- 
taneous venous telangiectasia. 
— have shown no vascular anomaly to account 
ador the frequent respiratory infections seen 


t — in these patients. .Hypogammaglobulinemia, 


similar to the degree present in our patient, 
_ has not been a frequent finding im the pre- 


e. : viously reported cases. 


The distinctive location and pattern of the 
ut telangiectasia i is interesting. Attempts 5 have 
been made to correlate this feature with 
sun exposure similar to that which occurs 
X in Hartnup’s disease, a syndrome of pel- 
. lagra-like skin eruptions precipitated by sun 
. exposure, reversible cerebellar ataxia, and 
s aminoaciduria. In the reported cases of 
E trapgiectasia the neurologic findings 
_ have been progressive and have not been 
even partially reversible. In addition, tel- 
ee MEER is not entirely limited to the 
sun-exposed areas. The areas affected most 
closely resemble the locations involved in 
atopic dermatitis. However, there has been 
no clear-cut instance of atopic dermatitis in 
the cases reported. At present, there is no 
satisfactory explanation for the characteris- 
| tic localization of the telangiectasia. 


The syndrome has been classified as one 
of the phakomatoses, those Ciseases mani- 
-festing central nervous system findings with 
an oculocutaneous anomaly. It is proposed as 


. ently includes von Recklinghausen's neuro- 
 fibromatosis, von Hippel-Lindau’s disease, 
tuberous sclerosis, and Sturge- Weber's syn- 
- drome. Of the phakomatoses, it most closely 
resembles von  Hippel-Lindau's disease, 
but the absence of retinal findings and the 
absence of well-defined angiomata, as well as 
the distinctive cutaneous and cornfjunctival 
 telangiectatic pattern of ataxia-telangjectasia, 





fagnosis. 
^ The syndrome also has E re- 


" e - semblances to heredit ary hemorrhagic 


i Pr PAR and congenital . telangiectatic 
_ erythema. Arteriovenous fistutae, and hemor- 


«n . rhagic tendencies, however, are not part of 


Miam. et al. : . 
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jakitean TOR ibus. is not a 
feature of hereditary hemorrhagic tela: n ee, 
giectasia, and telangiectasia is rarely si n^ 
before the age of 20. Capillary microscopy - 
in hereditary hemorrhagic telangiectasia * E 3 
reveals unusual circular vascular channel ls. * 
This may be used as an aid in diferen 
diagnosis. aa 
In congenital telangiectatic erythe ma! 11; 
there is no evidence of ataxia, and — 
dwarüsm described is much more p 
nounced than that seen in ataxia-telangiecta- E 
sta. Also, bullous lesions, which make » j 
part of the skin manifestations of congenital I3 | 
telangiectatic erythema, have not been ol b - à 
served in ataxia-telangiectasia. Therapy in n 
this syndrome has been limited to the trez ve 
ment of the frequent respiratory infection S2 
The ataxia has been progressive in all cases. s | 


ip - 


Aj 
and has not.been affected by any means of. | 
therapy. x E ^ : à 


The syndrome of auc eii mi. | 
one in which the patient is not likely to I S M. 
seen initially by a dermatologist, but one. 
in which his services might be sought im d 
consultation. 


EC b 


Summary 


The syndrome of a is i 
described, and a characteristic case is pre- E 
sented. The important findings consist of — 
progressive ataxia, oculocutaneous telangi- 
ectasia, sinopulmonary disease with frequent 3 
respiratory infections, and abnormal eyes 3 
movements. The telangiectasia is demon: qs 
strated to be of venous origin. The charg c- 3 
teristic cutaneous manifestations requiret ca 
for the diagnosis of this syndřonei Lb 


discussed. e 


Walter Reed General Hospital, Washington 2j 
D.C. 
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"Lymphosarcoma" refers to a lymphatic corded. Unilateral or bilateral testicular. $ iA : 


malignant process which may appear in 


either a localized or a systemic form. The 
term originally designated the localized neo- 
plasm which is now often recognized as a 
phase of the systemic disease. Lymphosar- 
coma has been separated into two types, 
depending on the histologic characteristics 
of the predominant cell. There is a retic- 
ulum or 'large-cell" type, and there is a 
“small-cell” type. The “small-cell” type is 
further divided into lymphocytic anc lym- 
phoblastic varieties. Lesions om the skin 
appear in all types of lymphosarcoma and 
may seem to be clinically similar. Usually 
they are associated with systemic lymphatic 
involvement and only rarely arise as pri- 
mary cutaneous lesions. 


In a category of unusual cases are those 


dn which the process is first recognized in 


the so-called extralymphatic tissues (that 
is, tissues which normally contain no lym- 


phocytes) and simultaneously invelves the 


skin. Testicular lymphosarcoma represents 
one of these rare extralymphatic foci which 
is of importance to dermatology because of 
the frequent association of the lesion with 
cutaneous lymphomatous lesions. 


The concurrent appearance of lympho- 
sarcoma of the skin and testis aas been 
recognized by all authors who Lave dis- 
cussed testicular lymphoma.  Ficarj 
reviewing the literature from 1877 
found reports of 18 cases of ly 
toma of the testis. In 10 of these 
cutaneous lesions of lymphom 
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irvolvement was the primary symptom in 3 | 
8 cases. In most of these cases, involvement ~ 
o- the systemic lymphoid tissue was either y^ A 
minimal or late in occurrence. Hotchkiss?» E 
im reporting his case, wrote: “The coinci A 
dence of nodular and ulcerated skin lesions 
w:th enlargement of one or both testes is- 
perhaps the most helpful diagnostic aid in - 
suspecting lymphoid tumors of the testis." < 
Vzrney? reported 5 new cases of lympho- & | p. 
sarcoma of the testis. In 3 of these the 
lesion was associated with cutaneous nod-  — 
ules of lymphoma. It is also of interest - a 
that in 2 of Varney’s cases the primary site SA | 
of the tumor was the nasopharynx. fe - 
In the dermatologic literature, Director - ES 
anc Kern * reported a case of reticulum-cell |.- 
sareoma of the skin and testis (apparently . ve : 
the same case Hotchkiss? reported), and 2M 3 * 
they concluded that the lesion represented a 
primary, autochthonous reticulum-cell sar- 
conm of the skin, but they did not stress the ag 
relationship of lymphoma in these two un- m 
usuzl locations. Since no note of this phe- . 
nomenon of the concomitant appearance of | E. 1 
testicular and cutaneous lymphoma can be - | 
found in the dermatologic literature, it was 5 sy 
thouzht important to present the following — 
case and to emphasize the nature of ¢he rela- 3 | 
tionship between these two sites of E a 
lymphoid lymphomas. Es 


ae ds 


n 
x 


ESO 
Age 


Report of Case a s 


A -year-old retired farmer noted the sudden ^ 
onset 5f a painless enlargement of the right testis ^. 
ig Atgust, 1958. Orchidectomy was performed ' 
elsewhere, and the pathologic specimen was in- ~ 
terprefed as being a carcinoma of the testis. The | 
patient received 20 to 25 roentgen treatments to- E 
the lower part of the abdomen postoperatively. A va 

In February, 1959, the patient noted several E 
erythematous raised areas developing about the . 
medial aspect of the right ankle. Slowly these ~~ 
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Fig. l.—(a) Nodular, ulcerative, and bullous lesions h the DERE in the case spore 
(b) Granulomatous plaques about the right ankle and nodules about the left ankle, same patient. 


| nodules became more violaceous and increased to left midturbinate. Small lymph nodes 0.5 cm. in 
7 ^ as much as 2 cm. in diameter. New lesions diameter were situated in the femoral triangle bi- 
= continued to appear over the anteromedial aspect laterally, but significant adenopathy was not found 


x ES and the area of the calf of the right leg. Those elsewhere. Neither hepatosplenomegaly nor ab- 
E "nodules of longer duration began to exhibit vesicu- dominal masses could be palpated. The genitalia 


E lar and bullous components which ruptured spon- showed the scar of the right orchidectomy. Results 
E L . . LJ . * 
taneously, leaving crusted ulcerations. Other nodules of a rectal examination were essentially negative. 


s 1 -.'.€oalesced and became necrotic, centrally forming A roentgenogram of the thorax showed fibrosis 
m _ large, painful, granulomatous, vegetative plaques ^ underlying the anterior end of the right second 
about the right ankle and medially and posteriorly rib, with segmental elevation of the right hemidia- 
over the right leg. In November, 1959, the patient phragm. A roentgenogram of the stomach disclosed 
- consulted his local physician again, and biopsy of diaphragmatic hernia, with irregularity of the 
E a nodule was done. Results were interpreted as esophageal mucosa. Esophagoscopy revealed mini- 
ER demonstrating neurofibroma, and the patient was ^ mal peptic esophagitis. A specimen of tissue from 
= - treated with antibiotic ointment topically. New the esophagus was taken for biopsy, which showed 
e lesions continued to appear on the right leg below normal mucosa. A roentgenogram of the colon 
P. Ae knee. Extension of the granulomatous plaques ^ disclosed nothing of significance. A roentgenogram 
yr -«^ was noted. In addition, several violaceous nodules of the right leg showed swelling of soft tissue 









o 0.5. to 1 cm. in diameter appeared about the but nM underlying disease of bone. A roentgeno- 
>) lower third aspect of the left leg and ankle gram $f the kidneys, ureters, and bladder, and 
E (Fig. 1, a and 5). an exgretory urogram showed these structures to 
E The patient was first seen at the Mayo Clinic be egsentially normal. The value for hemoglobin 
E : í on Jan. 21, 1960, approximately 17 months after was 1.2 gm. per 100 cc.; leukocytes numbered 
D. — "the onset of testicular swelling and 11 months after — 4,400 bic millimeter. The sedimentation rate 
f the onset of cutaneous lesions. was 42 . in one hour (Westergren) ; investiga- 
Bh: The history of the patient to the time of tion for Menereal disease gave negative results; 
~~ examination here did not appear te be significant. the value Tor total serum proteins was 6.39 gm. per 
Ex Positive results of physical examination were 100 cc. of serum; albumin, 3.16 gm. per 100 cc. of 
C O limited to the skin; they consisted of the eruption serum; glollin, 3.23 gm. per 100 cc. of serum; 


described above. Examination of the ears, nose,  retention*«oi* dye in the sulfobromophthalein 
— and throat demonstrated a single polyp of the (Bromsulphalein) test was 0; results of tests for 
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LYMPHOSARCOMA OF SKIN AND TESTIS 


bilirubin in the serum were normal. Smears of 
peripheral blood showed rouleaux of erythrocytes 
graded 3. The bone marrow was normal. There 
was no evidence of systemic lymphomatosis at 
the time of examination. 

Biopsy of a nodule taken from the left ankle 
disclosed a massive cellular infiltrate throughout 
the dermis, with subepidermal edema and bullous 
formation (Fig. 2). The infiltrate consisted of 


Fig. 3. — Tissue from the 
right testis (outside surgical 
specimen) shows infiltration 
of the interstitial tissue by 
neoplastic cells with large, 
hyperchromatic nuclei. Mi- 
totic figures were noted. The 
degenerating seminiferous 
tubules are still recognizable 
(hematoxylin and eosin; 


x 300). 


Aliman—VW inkelmann 





Fig. 2.—Section of a nodule from the skin of 


the left ankle in the case reported, demon- ` ^ 


strating massive infiltration of the dermis by 
rather uniform cells with large, irregular, 
hyperchromatic nuclei. Subepidermal edema and 
bullous formation are noted (hematoxylin and 


eosin; X 150). 


rataer uniform cells with large, pale, irregular 
nudei and slightly eosinophilic, poorly defined 
cyteplasm, A few mitotic figures were noted, The 
appearance was that of a lymphosarcoma of the 
reticulum-cell type. The outside tissue of skin 
and testis was obtained. The testis manifested 
dense cellular infiltration and destruction of the 


inte-stitial tissue, with separation of the seminif- § 


erots tubules, which were atrophic and degenerat- 
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ing. The Ah cells had large, irregular, 
 hyperchromatic nuclei, and numerous mitotic 
3 "figures were seen (Fig. 3). The diagnosis of 
~  fhe lesions in the testicular tissue and skin from 
$ E | other locations was reticulum-cell sarcoma. 
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Bete ack) Comment 
y m Review of the testicular tumors seen at 
E -the Mayo Clinic since 1912 disclosed that 
a the histologic diagnosis of lymphosarcoma 
| Ri ‘of the testis had been made in 14 cases, 
~ several of which have been reported pre- 
= E E E viusly. a, 
E Five of the 14 patients were noted to 
ži ^. have cutaneous lesions of lymphoma. There 
m A was histologic confirmation of this diagnosis 
E p biopsy of specimens of cutaneous lesions 
rs in 3 cases. In the remaining 2 cases, the 
E cons on the skin were regarded as lym- 
e E ons on the basis of clinical appearance, 
E ud “response to treatment, and histologic evi- 
= dence of lymphosarcoma in the testis. In 
; E PIV patients the lesions on the skin were the 
2 E primary clinical manifestations of the dis- 
SAPA ease, preceding the testicular tumor by 14 
‘a a ‘months i in one patient and occurring simul- 
“oa taneously with the tumor in the testis in the 
— other. In 3 patients the lesions on the skin 
= appeared 2, 6, and 814 months after testic- 
~ ular involvement was noted. In all patients 
- involvement of the systemic lymphoid tissue 
- was minimal or absent early in the course 
~ . of the disease but became more prominent 
^. in later phases. Two patients complained 
— . of a marked degree of nasal obstruction at 
E geile the disease, with progression 
P, d paralleled that of the lymphomatous 
œ lesions of skin and testes. In one of these 
m m patients examination of the nose revealed a 
E tumor mass in the nasal septum, but tissue 
— from this lesion unfortunately was not 
— taken for biopsy. Subsequently, terminal 
“acute leukemia" (leukosarcoma) developed 
in this patient. Another patient had the 
primary symptoms of pleuritic pain and 
~ pleural effusion at the time of ‘onsultation. 
ilt Biopsy of pleural tissue revealed lympho- 
i i sarcoma. This manifestation occurred prior 
— to involvement of the testes or skin. 
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In all our cases, 
involvement of both skin and testis could 
be secondary to systemic involvement of 
the lymphoid tissue, but examination did 
not reveal any definite primary site of lym- 
phoma. In no case in the series was post- 
mortem examination done. Apparently the 
lymphoid tissue of the nasopharynx is not 
a rare primary site of lymphoma, for Var- 
ney? reported the incidence of nasophar- 
yngeal lymphoma associated with lymphoma 
of testes to be 20%. Determination of the 
primary focus of lymphoma may. present a 
problem, since the first lesion clinically 
evident may not represent the primary 
lesion, and, further, the pathologic charac- 
teristics of the tumor provide no clue as to 
the specific area of origin. The occurrence 
of the initial clinical lesion in the skin or 
testis raises the question of primary extra- 
lymphoid foci or corfcurrent autochthonous 


foci in the lymphoid and extralymphoid . 


tissues. These ideas are more tenable if 
one accepts the concept of a primitive, mul- 
tipotent, reticulum cell which is widely dis- 
tributed in the connective tissues of the body 
and which retains the ability of differentia- 
tion into all types of blood and connective- 
tissue cells? Lymphoma in extralymphoid 
tissues, then, may arise in several ways: 
l. As a primary extralymphoid focus 
2. As one of many autochthonous foci in both 
the lymphoid and extralymphoid tissues 
3. Secondary to metastatic (hematogenous or 
lymphogenous) or contiguous spread of a 
lymphoma 


Lymphoma of the skin may arise in all 


three ways, although primary cutaneous 
lymphoma is very rare. A survey of the 
litera\re would instill caution against too- 







primary site of lymphosarcoma. 
servations include the relative 
of bilateral testicular involve- 


it was thought that 
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ment, evitlence of systemic lymphoid in- 


volvement gad a relatively rapid downhill 
course, ce of involvement of retro- 
peritoneal mph nodes (an extremely un- 
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usual occurrence in the pre=nce of a 
| primary testieular tumor), and the frequent 
E | microscopic "picture of infiltraive rather 
than destructive testicular invo*vement by 


$ In our 5 patieħts there was ro bilateral 
ae) Eu involvement; 
= from the onset of symptoms to death ranged 
era: from 3 to 22 months, with an average dura- 
tion of 9 months; involvement of retroperi- 
jos - toneal lymph nodes was not observed, and 
—. systemic lymphoid involvement wzs present, 
— .. although usually late in onset; the usual 
— histologic picture was that of messive infil- 

tration of the interstitial tissue dy rather 
uniform lymphoid cells. 
tumor was classified as “small-cel * lympho- 
sarcoma; 1 was of the reticulun-—ell type, 
. . and 1 was “mixed” (meaning smz1-cell and 


the tota duration 


In 3 eases, 


— .. Bluefarb? wrote that systemic lympho- 
. . Sarcoma involves the skin in 5.5% of cases, 
— . and that it usually is of the reticalum-cell 
type. The testes are involved in 1.5% of 
cases. It was thought that the hah inci- 
. dence of cutaneous lesions (5 of 14 cases) 
-= when lymphosarcoma involved tbe testis 
-. was of significance, especially simce this 
-. combination of lesions occurred 3n cases 
. . in which the clinical evidence of gereralized 
= lymphatic malignancy was usually minimal 
- Or late in appearance. The concursent de- 
~ velopment of purple-red nodular o- ulcer- 
" ated cutaneous lesions and enlargenent of 
- . one or both testes should alert the examiner 
k ^ to the possibility of malignant lyrmhoma. 
or ae Men who have lesions on the skin -ugges- 
tive of lymphoma and in whom te lym- 
a phatic tissue does 
- significantly involved should have 
examined for signs of enlargement 


not appear 
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Summary and Conclusion t 
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A case of reticulum-cell sarcoma. invol 


ing the skin and testis is reported. - ae Y z 
Records of 14 patients for whom th e: 
diagnosis of testicular lymphosarcoma had  — 
been made were reviewed; 5 were doi 1r d 153 pr ; 
heve associated cutaneous sae oe 
pl osarcoma. 


temic lymphatic involvement vici | bed Me 2 05 


"eed 


more prominent as the disease progressed. E 
rae, 


The association of purple-red nodular « or a 
ulcerated cutaneous lesions with enlarge- E 
ment of one or both testes represents a . Es 
heldful clinical sign in establishment of the 
diaznosis of malignant lymphoma. 


Mayo Clinic, Rochester, Minn. 
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= Essential Amino Acids and Disease Processes 
E 4 4 
t0 oc — JI. Psoriasis and Pityriasis Rubra Pilaris : É, 
A E A 
wy 2 - LYON ROWE, Ph.D., M.D., Los Angeles i 
^ Bs i e 
E. DO. ? 

EF - Amino acids are involved in many sys- tabolites and increased signs and symptoms, 

Etnic disease processes and also in various To bring about this result, the daily feeding 
. disorders where the skin presents most or of an amount of amino acid equivalent to 

eg all of the pathology twice that found in the average daily diet, 

oa The intermediary metabolism of amino and for a period about 3 times as long as 

| “acids consists of a series of well-defined it takes for orally-ingested amino acid to 
E. S B d iia reactions. Each reaction is catalyzed accumulate in the skin, should be adequate. 

E x 

2 - and controlled by a system of enzymes, and Also, a small number of patients should be — — 

E: ^ these enzymes are made by tissue cells in a sufficient, since this feeding should regularly PA 
E ‘manner related to genes and heredity. If aggravate the dermatosis in all cases, or at 3 
~ such an enzyme system is lacking or defec- least in most of the cases. 
38 tive, this constitutes an inborn error of This reasoning was the basis of work 

b metabolism and can bring about profound previously reported.! Seven patients with 
E » changes in the normal metabolic chain of psoriasis and 2 with pityriasis rubra pilaris 
PE reactions, with utilization of alternate and were used, and it was found that the looked- s 
2 "unusual metabolic pathways and accumula- for result did not occur with any of the. 

E tion of disease-producing metabolites. essential amino acids—that is, aggravation of — 
a With phenylalanine, enzymatic defects, signs or symptoms did not occur. However, —_ 
E br. -metabolic blocks, and accumulation of toxic 2 of the 7 patients with psoriasis ex- 
es ". metabolites Occur at 3 separate steps in the perienced improvement with isoleucine on 
^ usual metabolic reaction chain, resulting in 2 separate occasions; 2 other patients of the 
= $ separate disorders-phenylpyruvic oligo- 7 with psoriasis and 1 of the 2 with pityriasis 

= phrenia, alkaptonuria, and tyrosinosis. Also, rubra pilaris had improvement with serine 
EC specific enzymatic blocks in metabolism of on 2 separate OCcasions. 
E^ . > 1 

E other amino iu are related to other dis- These unexpected results seemed hard to 
NN Processes explain, except on the basis of chance or | 
E hus by analogy, it is conceivable that suggestion. It was decided to investigate 
E FR MPcOHS- ni kg ahis in psoriasis isoleucine- and serine-feeding again and to A 
j B 4 ied ie rubra dg eS REA be ge include methionine in the new experiment, i 
E x ° 5 
E "s eiie tieni metabolism Of one  becouke of the work of Lipnick and Levy.* à 
— of the essential amino acids. Indeed, Lipnick | a 
e om 9 . . . Š : l 
w and Levy believed that a defect in methio Experimental ; 
-— mine metabolism is involved in the etiology . 
E of Am If @he isoleucine and serine results were not > -> 
"vA psoriasis. x BNET. 
E B : : . ggestion, but actually related to some —— . . 
BE. y ES ogy also, feeding the TS, ac d effect on intermediary amino acid ex 
i pr that might be implicated to patients with then a uniform reproducible change 
~ . the scaling diseases above shoud cause in- cal state of all the patients involved 
creased accumulation of abnormal ‘me- could be expected. Actually, this did not occur m 

P the previous eV periment—as already described. It 
E Submitted for publication May 20, 1960. was not thoiflht necessary to increase the number 
P Department of Dermatology, Southern Cali- of patients this experiment, but rather to change x; 
E — fornia Permanente Medical Group. them, so thgt taste memory, suggestion, and chance — 
T , ^ ay 
p 1 ole E Ie KE 
LU. ai 2l Loir NOUS anes 





= should be reduced. However, 
increase the feeding time 214-fold - test the 
validity of the previously used 10-Sy feeding 
— period. If a uniform reproducible resit were ob- 
. tained with all the patients on this prolenged feed- 
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AMINO ACIDS DISEASE SPE oN 


it was decided to 


ing, shown by either increased signs ane symptoms 


as had been expected, or improvement the result 


would be acceptable as one related tœ the inter- 


Y mediary metabolism of the amino acids used here, 


and would show the necessity of repeating the 
previous experiment using 25-day feed periods 
instead of only 10-day feeding periods 

The 2 pityriasis rubra pilaris patizats of the 
previous test were chosen because no chers were 
available. In addition, 7 new patients wit psoriasis 
of long duration not subject to much s»ontaneous 
change were included. 


The experiment was double-blind as to the 
identity of the various amino acids ed. The 
amount of amino acid administered pe- day was 
the same as in the previous stud-—roughly 


equivalent to twice the average daily intake of the 


-casions. This did not occur this time. 


. These 2 patients had no change wi 
or methionine. The 3 remaining p4-znts of 


improvement in their psoriasi 


amino acid in question, as follows: DL4-oleucine, 
20 gm.; pL-serine, 20 gm.: à DL-methion we, 10 gm. 
Each amino acid was given for 25 dass instead 
of the 10-day period used before. MethÐnine was 
included here as a control and in view of the 
work of Lipnick and Levy 


Each amino acid was taken for 25 consecutive 
days. After a rest period of about 2 weeks, the 
patient then went on to the next aminc acid. The 
acids were consumed as a slush—mixed with fruit 
or vegetable juice. Some minor gast-sintestinal 
upsets were reported, and the taste of the mixtures 
was complained of, but in general, the juantities 
of acids for the times indicated were well «tolerated, 
with few objectionable side-effects. 


Results 


The patients with pityriasis rub-: pilaris 
showed no change in their skin ~ndition 
with any of the 3 amino acids used here. 
In the prior experiment, one of these pa- 
tients claimed benefit from serine œ 2 oc- 









Two of the 7 patients with rps"kiasis 
reported no change from any of the 3 aino 
acids. Two other patients of the ith 
psoriasis showed about 30% ent 
related in time to Dr-isoleucine ake. 
serine 
the 7 reported and displayed Yout 30% 
#icident 
with taking DL-methionine. Thee 3 pa- 
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tieats had essentially no change with. serine 3 E 


or isoleucine. 


Comment and Summary : 

The 214-fold increase in feeding time 
dic not produce results significantly dies 
ferent from the previous experiment. The. 


only reproducible and uniform result ob- 
taired was a negative one—that is, the ex- — 
pected increase in signs and symptoms of . n p. 
psariasis and pityriasis rubra pilaris did not ~. 
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occir. In view of the nature and the form i 


AU 
Y d 


of -his experiment, as discussed above, tesi 


postive results obtained are not acceptable. 


Thus, in psoriasis, 3 of 7 patients in this | 
experiment and none of 7 in the last ex- 
perment experienced improvement while 


taking DL-methionine (exactly contrary to 
whet Lipnick and Levy's? work would sug- 


gest) - a total of 3 out of 14. Two of 7 in- 


this experiment and 2 of 7 in the last ex- 
perinent believed — pr-isoleucine 
then - a total of 4 out of 14. None of 7 in | 


this experiment and 2 of 7 in the last ex- p 
periment believed pr-serine to be of bene- 2. 


fit - a tetal of 2 out of 14. 
Tis low percentage incidence of improve- 


men: and the irregularity of even the amino © 
acid implicated (serine and methionine in . 
the 2 experiments) speak strongly for-a . 
chance or suggestion effect, and strongly - 
agaimst a biologic one. Therefore, it seems ~~ 
evident that feeding of the 10 essential 


amino acids does not cause increased signs 


or symptoms in psoriasis and pityriasis | 
rubra pilaris. From this, it is likely that a — 
of- 


metabolic block related to amino aN 
the t7pe already well known, with accumu 


tion 5f toxic metabolites, is not involved in - 


the etiology of these disorders. 
Hewever, a defect of omission rather 


than commission might be present On a- 


herecitary basis, some enzyme system might 
be*lacking, which is necessary to synthesize 


a compound or compounds needed for | 


normal skin metabolism from one of the 


esserrial amino acids, and this lack related — 
to pseriasis or pityriasis rubra pilaris. Such | 


a def2ct would not be made worse nor im- 
proved by essential amino acid feeding, but 
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could be compensated for if the compound REFERENCES 


lacking were supplied. A hopeful avenue of {Bese Lo Dusenal Anas Anais and Disease 
approach to more work on these 2 disorders processes: I. Psoriasis and Pityriasis Rubra 
of keratinization may lie in this area. = Pilaris, A.M.A. Arch. Dermat. 81:405 (March) 
* Acknowledgment is made of a grant from the 1960. 4 
T Kaiser Foundation Hospitals, which furnished 2. Lipnick, M. J., and Levy, S. H.: Defective 
funds for the materials used in this investigation. Epidermal Utilization and Storage of S% in 
"Ui. Department of Dermatology, University of Psoriasis, A.M.A. Arch. Dermat. 80:36 (July) 
* Southern California School of Medicine. 1959. 4 ar 
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cd ie OOR REETION 7 
In Dr. Karl Steiner's article, “Fluorescence Microscopy of Normal and Pathologic Ketel. 
page 352 of the September issue of the ArcHives, the sequence of the figure numbers on the 


_color plate is incorrect as printed. i « x 


The legend and color plate are correct as now shown. 


Fig. L—Normal skin from the sole. Acridine orange stain; enlarged 100% from mag. 
X32. Fig. 2.—Normal hair and inner root sheath. Acridine orange stain; enlarged 100% 
from mag. X 128. Fig. 3—Normal nail with hyponychium and eponychium. Acridine orange 
stain; enlarged 100% from mag. X 32. Fig. 4.—Seborrheic keratosis, with increased but 
normal keratohyalin. Acridine orange stain; enlarged 100% from mag. X 512. Fig. 5—. 
Normal trichohyalin. Thioflavine S stain; enlarged 100% from mag. X 128. Fig. 6.—Psoriatic 
parakeratosis. Rhodamine B stain; enlarged 100% from mag. X 128. Fig. 7.—Squamous-cell 
epithelioma, showing horn inclusion and fibrous horny aggregates. Acridine orange stain; 
enlarged 100% from mag. X 128. Fig. 8—Callus, showing barrier and stratum corneum with 
.sweat duct. Acridine orange stain; enlarged 100% from mag. X 32. : 
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Marine Dermatosis 


Notes on "Seabather's Eruption” 


with 


»reseis Acicula Rang (Mollusca: 


Pteropoda) as the Couse of a Particelar Type of Sea Sting Along the 


West Coast of Florida 


ROBERT F. HUTTON, Ph.D., St. Petersberg, Fla. 


Cort (1928) first demonstrated that cer- 
tain fresh-water Schistosoma ce-carize were 
able to penetrate the skin of man and cause 
a dermatitis characterized by papular erup- 
tions. This phenomenon is commerly known 
as "swimmer's itch.” Penner (1942 and 
1950) was the first to recognize and name 
marine dermatitis-producing  Schistosoma 
cercariae. The cercarial stage of Austrobil- 
harzia littorinalinae ,(Penner, 7950), 
terrigalensis Johnston, 1917, A. var:glandis 
(Miller and Northup, 1926), COrrithobil- 
harzia conaliculata (Rudolphi, E319) and 
Gigantobilharzia huttoni (Leigh, 1953) oc- 
curs in marine waters and is knewn to pro- 
duce schistosoma dermatitis. 

Submitted for publication April 27, "960. 


Florida State Board of Conservaton Marine 
Laboratorv, Maritime Base, Baybo-e Harbor. 


Fig. 1.—Photograph of 
"seabathers eruption" 
over the buttocks in a 
boy aged 9 years, Miami, 
Fla. (Reproduced with 
the permission of Dr. 
Wiley M. Sams from 
Arch. Dermat. & Syph. 
60 :227-237, 1949.) 





Sams (1949) records ‘ 


tion” (Figs. 


bathe in the ocean along the lower east 
ceast of Florida. 


O- dermatitis pauline shortly after people e 4 


Some bathers experience —- 


a slight itching sensation while still in the - $ 


water, but in most cases discomfort is not 


; i : m 
noticed until after leaving the water. In- E 
flammatory papules usually appear within ~ 
a few hours after a swimmer leaves the * 


water. 
e-uption of the papules. The eruption is 
reported to occur predominantly on those 
parts of the body covered by the bathing 
sut. The same worker, although Wer 


out that stings from coelenterates occur on- 
exposed parts of the body and produce im- = 
mediate stinging sensations, states that he 
"seabather's eruption" i 


believes 
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This is followed by spontaneous . 
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some living, microscopic organism, 
in the nature of nematocysts from some 
form of coelenterate which is equipped with 
a similar stinging apparatus capable of in- 
-flicting injury when provoked by an adequate 
stimulus.” 


Hutton (1952) gave evidence to incrimi- 
nate schistosome cercariae as the probable 


-cause of "seabather's eruption." Two species 


Of marine Schistosoma cercariae were ob- 


= tained from snails collected in Biscayne 


Bay. Laboratory experiments with human 
subjects showed that at least one of these 
species was capable of producing a derma- 
titis. Lesions produced experimentally ap- 


peared tot identical with those of naturally 
occu'fing cases of "seabather's eruption." 


Hutton ( 0p. cit.), exposing human subjects, 
found that the following marine organisms 


!'. from the lower Florida east coast* would 
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produce a dermatitis: the sponges, Tedania 
ignis Duchassaing and Michelotti Wnd Speci- 
 ospongia vesparia (Lamarck); th@ hydroid, 


Pennaria tiarella (Ayres); the P§rtuguese 
man-of-war, Physalia pelagica Lamarck; 
the jellyfish, Aurelia aurita Liħnaeus, and 
the polychaete, Hermodice carunculata Kin- 
berg. These organisms were ruled out as 
the cause of “seabather’s eruption” because 
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Fig. 2.—Photograph of 
"seabather's eruption" 
on the breasts of a wom- 
an, Miami, Fla. (Used 
with permission of Dr. 
Wiley M. Sams.) 


they produced on contact an immediate 
sharp stinging sensation as opposed to a 
slight pricking or itching sensation which is 
characteristic of  "seabather's eruption.” 
Sams (op. cit.) and Hutton (op. cit.) both 
reported that the main difference between 
"seabather's eruption" and  "swimmer's 
itch” is that the former occurs predominantly 
on those parts of the body usually covered 
by the bathing suit while the latter occurs 
predominantly on the exposed parts. Hutton 
(op. cit.) states: “The majority of evidence 
indicates that marine Schistosoma cercariae 
are a probable cause of seabather’s eruption; 
but demonstration of the parasite in a natu- 
rally occurring typical case is needed be- 
fore final proof can be obtained." Sams 
(personal communication) states: 
batheXs Eruption’ has disappeared from 
the loyer east coast. I haven't seen a single 


ee ‘Sea- 


case with typical characteristics in three or 


four years, and we have not had an 'in- 
vasioIk, since your work on the problem in 
the Da ounty area. . ." Also, ". . . sea- 
bather’s &uption! We haven't cross-indexed 
a case in My office since 1954, and the same 
holds true for the outpatient department at 
the Univergfy. They haven't observed a 
patient. [tf ias arrived at a point where the 
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younger dermatologists look upon this dis- 


order as a myth. I anticipate a sudden re- 
turn some stimmer, n 

Leigh (1953) described one of the two 
species of Schistosoma cercariae found by 
Hutton (of. cit.) under the name Cercaria 
huttoni. Referring to the two species ob- 
tained by Hutton, he states: “Although the 
relationship of Schistosoma cereariae to 
seabather's eruption has not been deter- 
mined, the lesions produced by cercariae 
from N. vibex and Cercaria huttoni appear 
to be identical to those seen in that condi- 
tion. The intensity and duration of the 


experimental dermatitis are similar to de- 


scriptions of seabather's eruption (Sams, 
1949) and swimmer's itch (Cort, 1950)." 


Leigh (1955) was able to obtain adults 
of Gigantobilharzia huttoni (Leigh, 1953) 
from parakeets after exposing them to 
Cercaria huttoni from Haminoea antillarum 
quadalupensis. In a discussion of “seabather’s 
eruption," he states: “Hutton (1952) re- 
ported that Schistosoma cercariae were the 
probable cause of this dermatitis, but this 
opinion was based only on the finding of 
the cercaria later described as C. huttoni." 
The latter part of this statement is in error 
since Hutton (op. cit.) based his opinion 
on the facts that (1) a dermatitis was 
produced in human subjects exposed to 
Schistosoma cercariae from Haminoea an- 
tillarum quadalupensis; (2) the lesions 
produced experimentally appeared to be 
identical with those reported for “seabather’s 
eruption" and "swimmer's itch"; (3) the 
duration of the experimental dermatitis was 
similar to that reported for “seabather’s 


eruption"; (4) a second species of sghisto- 
some cercariae was isolated from Nagsarius 
vibex Say, and, (5) N. vibex is oneVof the 


more common snails inhabiting the sandy 
beaches of Florida and therefore suspected 
as a possible reservoir for dernlatitis-pro- 
ducing cercariae. Ae 
Strauss (1956) reported approximately 75 
persons suffering with "seabather's erup- 
tion" following exposure in the Guantanamo 
Bay area on the southeastern shore of 


Hutton 


dens Me PETC Se © of eee 
eS ee te ee 
* 4 ` “a 


-sensati1 


m AIE GENA S e T. eve kd EUER 


k i " 
A EI , " - : : i a . TH 


si 2 


Cuba during April and May, 1954. Pasig ee 
(1241) and Moschella (1951) previously a 
recorded cases of seabather’s eruption from . 3 
this same area. None of these workers 1 
we-e able to identify the etiological agent, . 
but Strauss (of. cit.) believed that schisto- - E 
somes were not involved. . A pc a 
At least 3 species of marine schistosome 3 
cercariae are known to produce a dermatitis. 
in Florida waters; however, it is not known — 
whether, under certain conditions, any of Y 
these larvae will localize under the bathing me 
suit and cause the dermatitis known as ~ 
"seabather's eruption." Figure 3 shows - 3 
forearm 10 days after being experimentally — 
exposed to Schistosoma cercariae ( Canam E 
bilherzia huttoni) from Haminoea antil- ; 


larum guadalupensis Sowerby. E. 


B 


wig. 
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Zian (1954) records a dermal affliction in. 
children who had been swimming at the By 
entrance to Quisset Harbor near Buzzards p 
Day on Cape Cod, Mass. The cause of. 
the affliction was attributed to the last E 
stage of the zoea larva of the porcelaine 
crab, Polyonyx macrocheles. The children . 
comp ained of stinging and itching while i in. 
the water and for a short time after they — D 
dried and dressed. However, the difficulty | 
did not persist for more than an hour after a E 
they aad dressed. No lesions, macules, or 
papules, which are typical in cases abe d 
schistosome dermatitis, were observed. 5 

Owre (1956) reports on coelenterate — 
nematocysts as a cause of certain kinds of — 
sea "PR in Florida waters. She recognizes. + 
at least 2 kinds of skin irritations; one — 
knowr as “seabather’s eruption” ( NT ; 
1949; Hutton, 1952) and one suspected as. 
being faused by nematocysts of coelenter- | 
ates. Prior to Owre's work, "seabather's — 
erupticn" An Florida was commonly known . 
as "sea fce," and other types of stinging - 3 
resulting from swimming in salt - E 
water were known as “jellyfish stings”; 
now, sae h&s chosen to report all types NS 2 a 
sea stings from “invisible sea creatures" 23 
along tae lower east coast of Florida as “sea |. 
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-on forearm of author; 


" after exposure to Schisto- 
soma cercariae (Giganto- 


Fig. 3.—Photograph ot 
experimental dermatitis 


shows eruptions 10 days 


bilharzia huttoni), Miami, 
Fla. 
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Chu (1958) prepared a survey of litera- 


= ture on both fresh-water and marine cer- 


carial dermatis. Arnold (1959), Grauer 
(1959), and Chu (1959) have reported on 
a seaweed dermatis apparently caused by 
a marine blue-green alga, Lyngbya ma- 
juscula, in Hawaiian waters. 

Eight years have elapsed since Hutton 
(op. cit.) reported Schistosoma cercariae as 
the probable cause of “seabather’s eruption." 
Although numerous workers haye reported 
on the phenomenon known as “Yeabather’s 
eruption," the causative agent ig still un- 
known. Final proof of the re- 
sponsible will probably await. histological 






se 


demonstration of the agent in a typical 


natural case of "seabather's eruption." 
On Aug. 14, 1959, approximately 20 
swimmers reported "sea stings” while bath- 
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ing in the shallow inshore waters of the 
Gulf of Mexico at Redington Beach, St. 
Petersburg, Fla. The stings resulted from 
minute, needle-like organisms which pene- 
trated the swimmers’ bathing suits. One 


swimmer reported that several hundred 
"needles" clung to his bathing suit. 

A water sample containing approxi- 
matel 12 of the "needles" was obtained 
in a duart jar by Mr. D. E. Volkenberg, 
St. Petersburg.. A newspaper photographer 
made several unsuccessful attempts to photo- 
graph the swimming organisms while they 
were in the jar. Afterwards, these organ- 
isms were preserved by the addition of a 
small amount of formalin to water in the 
jar. The sample containing the specimens 
was delivered to the Florida State Board 
of Conservation Marine Laboratory, where 
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I identified them as a species of pteropod, 
Creseis acicula Rang (Fig. 4). The length 
of these specimens was not as great as 
that recorded for the species, but the long, 
straight shell, tapering to a sharp point, is 
a specific characteristic. The abcve identi- 
fication was verified by Dr. Gilbert L. Voss, 
University of Miami Marine Laboratory. 


Communication with persons who had 
experienced the stings revealed chat after 
the initial irritation further difficulty was 
not experienced. This appears -o be the 
first report in which a pteropod has been 
incriminated as the causative WES of "sea 
stings" in humans. 


e Kornicker (1959) discussed his cbserva- 
tions on the behavior of C. acicalz. This 
worker found the pteropod abuixlantly in 
the plankton flowing into Corpus Christi 
Bay through Aransas Pass, Texas, during 
the early mornings of July 15-18. 1958. 
However, sea stings from this area were 
not reported by Kornicker (op. cii). 

23 
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Fig: 4.—Photograph oi 
7 specimens of the pter- 


Rang, the causative agent — 
of a skin 
bathers in Florida west. 
coast waters. 
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apace M. ROTH, Ph.D., Rochester, Minn. 


Soph 2E fn 1953, L Lobitz and Campbell + described 
= a strikingly abnormal cutaneous response in 
— . patients with atopic dermatits. When 

EY: acetylcholine and its derivative methacholine 
= (acetyl-8-methylcholine; Mecholy!) were in- 
LM jected intradermally, a delayed blanch of 
. the skin was seen at the site of injection. 


ee - This was in marked contrast to the erythem- 
uen atous wheal that developed in normal 
E = persons. The occurrence of this delayed 
E blanch has since beem confirmed by many 
investigators, ^1*17319 most of whom have 
x accepted vasoconstriction as the ceuse of the 
..—.. delayed blanch reaction 9:12.17 

E . This unique local vascular reaction raised 
NIS the question of how patients with atopic 


fe 4 dermatitis would respond to parenteral ad- 
— ministration of acetylcholine and its deriva- 
3 DELIS T ~ 
tives. Our study was undertaken in an 
. attempt to answer this question. The methyl 
». . derivative of acetylcholine, methacholine, 
1 was employed because of its increased re- 
= sistance to hydrolysis. Its vascuar effects 


Ne 

... are those of the parent substance. ?1 
E 

E Procedure 

C » 

Subjects and Patients.—Thirty persons were em- 
ployed in this study. They were divded into 3 
pu groups: i 

= Submitted for publication June 2, 1950. 

aoe Abridgment of thesis submitted by Dr. Clark 
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_ the requirements for the degree of Master of 
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Group 1: A control group consisted of 9 noi rm il 
persons, 7 men and 2 women, aged 27 to 33 3 e 
They had neither personal nor family — ries” 


ars 
of atopy (that is, hay fever, asthma, and der M 


titis). i Eu 
Group 2: This group consisted of 8 persons w itk dic: 
out atopic dermatitis but with histories of atop m 
There were 3 women and 5 men, and their ages 
ranged from 26 to 32 years. Physicians engage ed: - 
in a3ormal activities made up this Stuns ida) 
Group 1. "ME THE 
Group 3: Thirteen patients between the m 
of 15 and 42 years, who had acute and subacute es | 
atopic dermatitis, made up this group. Six wd 
female and seven were male. Most of them h 
beer hospitalized because of the severity of dis 
disease. Before and after the studies, they were- 
on -outine dermatologic therapy, which includéddl 
ligh- dietary restriction, topical applicador sedar sE 
tion. and antihistamines. E 
Control Period.—Base-line data were obtained — 
during a control period of one hour that preceded ~ 
the parenteral administration of Mecholyl. AI A x 
persons had fasted for 15 hours, and medication 5. 
were withheld for at least 24 hours prior to testing, — | 
Data were obtained in a room with a corsa 
temperature of 25.5 C and a relative humidity of... 
40%. All tests were done with the persons E 
a supine position on a comfortable bed. Light- - 
weight boxer shorts were worn, with the ap- Se 
propriate addition of a brassiere. vd E 
Status of Cutaneous Vasculature: The color of. je. 
Tn 
the *kin of each person was carefully noted during - E 
the control period in order that any changes could - p. 


^? 


N 


Skin temperature as well as color is primarily ` 
a function of the cutaneous vasculature.” For - 
this reason the temperature was determined at 1-3 
mintte intefvals throughout the control period. . ig i 
Skin tempfratures were measured by means of. 
cSpper cqhstantin thermocouples. The thermo- — 
couples w@re placed as shown in Figure 1. Four 
thermocouples were placed over the areas of A 
predlection for atopic dermatitis, that is, the | Eo 
face and neck, and the flexor surface of the elbows | 
and knees, and 10 were placed in adjacent areas, | 
including the fingers, toes, and abdomen. me 


S 


"Ad 


thermocouples were placed in the same relative, 
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- Fig. 1—The dotted and crossed areas mark the 
E e sites are shown by large black dots and by 


ate the posterior sites. 


sition i in all persons, and care was taken not to 
à them in the vicinity of large arteries or veins. 


: ¥ Since it has been shown that there is a linear 
= tionship between skin tapea and the basal 


Er ai air was ianalyzed in a Haldane gas analyzer, 


“modification of the Tissot gasometric method. 


Ys 
AJ pi 


Lx 
So 
4 «2 

E 


Xf blood pressure and pulse rate were made at 

O-minute intervals throughout the coMrol period. 

Po | weating has a profound effect on skin tempera- 
` ture 

E^ eh person during the control period and after 


E. he " administration of methacholine. e " 


E 2 During the control period, each person was ques- 
dm t ionel relative to gastrointestinal, genitourinary, 
P X nd pulmonary status in order that subsequent fe- 
PE . sponses o be evaluated accurately. 
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es of predilection for atopic dermatitis. Thermo- 


irc] sles, The dotted areas and the circles also 


-and the basal metabolic rate was determined by a ⁄ 


| «Status of Systemic Vasculature : Determinations 1 


J* The extent of sweating was cardfully noted 


$50 c 
Gr mE 


Picea "A FAN E of "Migthacholiness Tm E. 


After the control period, d^ solutien of eh Ed 
choline (0.08 mg. per kilogram, of “body weight) . 
was injected subcutaneously over the left deltoid | 
of each person. The solution *was freshly pees 
pared before each injection by dissolving the dry 
crystalline compound in normdl saline solution. - LA = Be 












z | Results 


The comparison of the reactions of normal | 
persons, of persons with an atopic history, 
and of patients with atopic dermatitis to - “te 
parenteral administration of methacholine dd 
failed to reveal findings equivalent to the ee 
abnormal delayed blanch reaction which —— 
occurs when methacholine is injected in- E 
tradermally in patients with atopic dermati- . 
tis, As will be seen, the atopic persons in - 


"e. 
Group 2 and the patients with atopic der- - D. 
matitis in Group 3 reacted normally to the - pee one 


afore-mentioned dosage of methacholine ae 


"1 


given parenterally. ( E 

Status of Cutaneous Vasculature. —Skin | 
Color: Generalized flushing followed the = 
subcutaneous injection of Mecholyl. This 3 i 3 
was Gy observed and graded on à basis | 





and Dur only; 2+ indicated extension of. 2 
the flush to the trunk above the nipple line; xm 2$ 
3+ indicated extension to the entire spero i 
part of the trunk and to the arms; 4E 
indicated extension to the legs. No blanch- se 
ing occurred during the experiment, | p ue 
- The flush involved the face first, with | a m 
florid erythema that appeared 50. to | 70. W p 
seconds after the injection. When > ‘this "us 
flush spread, it extended rapidly to involve - de 





ae 
tes, A " 
A s 


the upper portion of the trunk, the arms, | d x 
and finally the legs. EK Ee = 
The flushing reaction was intense dor. Doi es 
to 4 minutes and then began to fade. _ Eu d 
duration and extent of the flush were the c APO 
same in the 3 groups. The flush disappeared — 
completely in an average of 13 to 14 minutes. - Ne 
In each group flushing reactions graded. 353 X 
or 4+ developed in 75% to 78% of the | ae 
persons, with extension to the arms and . Fo: 
legs respectively. In the patients in Group cs | 


.3, the flushing : reaction | was the same over - 
x à; sat y, 
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35.0 35.2 35.3 
32.8 =.7 33.4 
32.7 23.4 33.5 
32.3 2.5 32.9 
32.7 z2.€ 32.9 
32.5 32.7 32.7 
30,3 D.R 27.4 
20.0 75,8 26.C 
N 32.3 72.7 33.4 
™ 33.5 14.2 34.2 
33.8 2.4 32. 
5.3 24.3 
— — — — 25.6 25.2 24.8 


Fig. 2.—Diagrammatic comparisoa -of the mean 


basal skin temperatures (centigrade) r the 3 groups 


of persons. e 


the areas of atopic dermatiti-, as it was 


M over normal-appearing skin. 


Skin Temperature: Mean Lse-line skin 
temperatures in the 3 groups .»e shown in 
Figure 2. These were the temperatures 
taken immediately before the pzenteral ad- 
ministration of methacholine Except for 
the fingers and toes, the base-line skin 


temperatures were essentially the same in 
. the 3 groups. 


 Base-line temperatures over the trunk 
were slightly higher in Groups 2 and 3 than 
in the control group, but there were similar 
differences in the mean ba-al metabolic 
rates of the 3 groups (Table It has been 


— demonstrated that basal skir temperatures 
= vary with the basal metabolic -ate.™ 


- 


Figure 2 shows that the base line tempera- 


tures of the digits in Groups 2 ard 3 were 
Jower than those in the contro group. Simi- 


Mean Basal Metabolic Rates 








Group No. of Cases Mean BMR* 
1, Control 9 > 33.8 
2. Atopy 3 8 35.1 
3. Atopic dermatitis 13 . 38.8 
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dermatitis have been noted by previous i 
vestigators.^?? These investigators con 
sidered this to be a manifestation of t 
general increased tendency to vasocons be 
tion found in these patients. i E 

























During the generalized flushing which Y 
-ollowed the subcutaneous injections s ) 
methacholine, determinations of skin te 
»erature were made at one-minute inter 
When the flush subsided, temperatures W 
determined at intervals of 2, 5, BE | 
minutes until skin temperatures return d 3 
to preinjection levels, that is, the basal. e el. 
recorded during the control period. : 






















The mean maximal changes in skin. ter en 


peratures which followed parenteral ad m 
istration of methacholine are shown | dn 
Figure 3. As might be anticipated, | 
temperature increased in the areas und 
by the flushing reaction, and the grates 
increases were over the sites where 1 
flushing was strongest, namely, the fa 
neck, and chest. The increases in skin em i 
peratures were the same in the 3 study 
groups. | 
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Fig. 3.—Diagrammatic comparison of the 
maximal changes in skin temperature (centigrade) — 
after parenteral administration of methacholine ur 
the 3 groups of persons. ; 


"£u ass VT 









S EU LN "WM 
ar: 

Sa 7. | 

WE fe EKI 







Hes is interesting that the greatest increase 
rin temperature was over the upper part of 
«the chest, instead of over the head and 


55 ib 


b. = where the flush was most pronounced. 







aj — This occurred because base-line temperatures 
[- Over the face and neck were close to the 
E - internal body temperature of 37.5 C. Thus, 
|. despite the marked cutaneous vasodilatation 
A over the face and neck, which followed the 
8 3 injection of methacholine, there could be 
y. only small increases in skin temperature. 
x . It is apparent in Figure 3 that the ad- 
E. - ministration of methacholine was followed 
E. - by vasoconstriction and cooling over the 
— fingers and toes in all 3 groups. It is 
fe thought that this was a compensatory reac- 
"tion. for the flushing and vasodilatation 
i L. j Which, took place over the rest of the body. 


da - There was less compensatory vasocon- 
[e striction in the digits in Groups 2 and 3 
3 because in these groups the blood vessels in 
n, Doe digits were abnormally constricted be- 
fore the parenteral administration of meth- 
E. I choline. This is seen in the abnormally 
low base-line temperatures of the digits in 
a _ these groups. 
Status of Systemic Vasculature-—Blood 
Eee: The flushing and vasodilatation 
3 ^"^ which followed the administration of meth- 
E. [o acholine usually caused a decrease in blood 
> pressure. During this decrease, blood pres- 
.sure readings were taken first at 1-minute 
intervals and later at intervals of 2, 5, and 
ES .10 minutes until the blood pressure re- 
"| _ turned to previous basal levels. The mean 
; -< changes in blood pressure in the 3 groups 
* Were essentially the same. The greatest 
. change was in the diastolic pressure, with 
2a drop of 11 to 12 mm. of mercury. Systolic 
_ pressure dropped 4 to 6 mm. 


Pulse Rate: The increase in Do ae rate, 
E M rhuch followed the administration of meth- 

| E -acholine, like the fall in blood presure, was 
* - secondary to the flushing and peripheral 

- vasodilatation. During tachycaklia, the 

-~ pulse rate was determined at *one*mingte 

~ intervals. 

E tinued at intervals of 2, 5, and 10 minutes 


- until the pulse rate returned to the basal 
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level. The mean increases. heart rate kat da 
were similar in the 3 groups, yarying from 
e 


31 to 35 beats per minute. € 
Function of the Sweaj Glands.—The 


generalized sweating that-followed the in- — 


jection of methacholine wi carefully noted 
and graded 1 through 4, that is, from barely 
perceptible to heavy sweating. The incidence 
and intensity of sweating which followed the 
administration of methacholine were the 
same in the 3 groups. When sweating oc- 
curred, it was greatest over the face and 
palms. 

Status of Other Systems.—A serial rec- 
ord was kept of each patient's subjective 


symptoms relative to various organ systems - 


(sensation of warmth, pruritus, thoracic 


pain, peristalsis, urge to defecate, urge to 


void, increased salivation, and lacrimation ) 
after the injection of methacholine. Except 
for pruritus, subjective symptoms were 
similar in the 3 groups. The flushing reac- 


tion which followed the administration of- 


methacholine was accompanied by a pro- 
nounced sensation of warmth. Many per- 
sons also expressed the feeling that the skin 
over the flushed areas felt distended and 
tight, owing to the increased blood flow. 


Pain and tightness, which probably were AES 
due to bronchospasm induced by the meth- 
acholine, developed in the thorax of several. 


persons. 


In general, most persons were affected 
rather profoundly by the actions of meth- 


acholine and were glad to remain in the- 


supine position for extended periods after 
its administration. 

Three patients with atopic decia noted 
the onset of pruritus during the flushing 
reaction. The pruritus was mild, lasting no 
more than 15 minutes, and was limited to 


small areas over the face and chest. Al? 


though not impressive, the appearance of 
pruritus was interesting because it has been 
shown that vasodilatation lowers the thresh- 
old for its joccurrence.* | 


All persons were observed for at least 
48 hours aftér the administration of meth- 
acholine. In patients with atopic dermatitis, 
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ere were ò sE RE in the course of the 





The follo unlike the 


experiments, 


afore-mentioned, were not direcily related 


i << 





5 3 


1 to the parenteral administration of meth- 


ke acholine. 


— Vascular Reactions in Locally Anesthe- 
tized Areas.—In order to determine whether 
the generalized flushing which followed the 
injection of methacoline was a ‘ocal or a 
central reaction to methacholine, areas of 
skin were anesthetized with a 2% solution 
of procaine hydrochloride. The procaine 
was injected subcutaneously with subsequent 
development of anesthesia over areas from 
2 to 5 cm. in diameter. This precedure is 
known to paralyze all vasomotor amd sensory 
fibers in the skin.!* eIt was done over the 
face or the flexor surface of the arm in 
9 persons. Two of them were in Group 1, 
4 in Group 2, and 3 in Group 3. 
Denervation of cutaneous blood vessels by 
` subcutaneous injection of procaine failed to 
inhibit the flushing response to parenterally 
= administered methacholine in areas over the 
- face and arms. Thus it was apparent that 
the dilatation of cutaneous vessels and the 
subsequent flushing were due tc a local 
rather than to a central nervou- system 
action. of the parenterally administered 
methacholine. 

Reaction to  Intradermal Injection of 
Methacholine.—All persons were given in- 
tradermal injections of methacholine in 
dilutions of 1:1,000 and 1:10,000, and the 

. local reactions were noted. Injection sites 
included the face and flexor surfaces of the 
elbows and knees, as well as other areas of 
the trunk and extremities. 

A rapidly enlarging red wheal developed 
after the intradermal injection of methacho- 


. . lime in Groups 1 and 2. This was a normal 


response. In Group 3, intradermal injection 
_ of methacholine produced the abnormal de- 


~ layed blanch reaction in 10 of the 13patients'. be due to a secondary release of norepi- | 


E et / with atopic dermatitis (77%). Delayed 
E- in blanching was ströngest over the face, and 
ES. yes et al. 
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in 2 of the 10 patients the reaction could D 
dicited in the facial area only. After ` the | F 
face, the other areas of predilection dor, : 
atopic dermatitis, that is, the flexor sui 
cf the elbows and knees, showed RC 
strongest reactions. The delayed blanch: re. 
action was not seen at sites uninvolved "i " 
dermatitis. a 
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Comment 


In their original paper dicn bba 
aonormal delayed blanch n 
Lobitz and Campbell! found the reactior x 
present in all 10 patients with atopic der- . 
matitis whom they studied. Subsequent . 31 
observers have found the reaction to be 73 
p-esent in from 50% to 90% of poti E 


with this disease.!*17.19 (E 


^» Saat 


In our study, the intradermal injecti ) n à 
of Mecholyl produced the delayed bla 
reaction in 10 of 13 patients with atopi E 


dermatitis (77%). It is interesting E 


wien methacholine was given parentera ly b 
to these same persons, blanching did 1 not s 
occur. Instead parenteral administration 


produced a normal flushing reaction. The - E 
question arises of how methacholine ad- a í 
ministered intradermally produces blanchi 
while the same drug administered paren 
terally produces extreme dilatation ‘of cü- 
tameous vessels. 7 EC » 

Previous investigators, in working with ~ 
an mals, also have noted this socla d ; 
pa-adoxical reaction of cutaneous vessels to X 
acetylcholine and its derivative methacholine. fi : 
In 1918, Hunt? showed that perfusion of 
areas of skin from the cat’s abdomen wit 
high concentrations of acetylcholine prea 
duced considerable vasoconstriction. On the d + 
other (hand, when lower concentrations A E 


aceylfholine were used, vasodilatation de- 


Pi 







veloped. fThe cause of this paradoxical re- ~~ 
spanse th acetylcholine has long remained. 3 
uncertaig. Recent work, however, suggests i 2 
tha- a Tcholine can produce only vasodila- - F 









^ 
tation, "sinde vasoconstriction is thought to. D 


v rx 


of. 


HR d 


nephrine (noradrenalin) from the walls of 
cuteneous arteries. 
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epinephrine was present. in the walls of © 
car rteries. That this is the cause of the 
_ vaso onstriction which follows the use of 

h gl | concentrations of acetylcholine is in- 
ated i in the following experiments. ' 


Hà n 1948, Burn and Dutta! showed that 
E. e constrictor effect of acetylcholine in 


ra t its" ears, like the constrictor effect of 
| iorepinephrine, was converted to a dilator 
el : fect when an adrenergic blocking agent 
pec iol ola: oline) was added to the perfusion 


REI. 


Hi urq Was 
ES Kottegoda," i in 1953, found that atropine 


- did | not block the vasoconstriction which 
^ occurred when rabbits’ ears were perfused 






































4 Th his constrictor action of “acetylcholine, | 
hov vever, was blocked by hexamethonium. 
“He therefore expressed the view that the 
oconstrictor action of the acetylcholine 
^ pro bably was due to a secondary release of 
E. epinephrine-like substance. 
That an epinephrine-like substance may 
zb : | active in the arterial wall, rather than 
at hrough sympathetic or sensory nerves, was 
Es hown by Ginzel and Kottegoda.' They 
a fou and that the constrictor effect of high 
. con centrations of acetylcholine persisted in 
| Tat bbits' ears deprived of sympathetic and 
m SE ensory nerve supply. 
a s The most recent evidence that vasocon- 
Een ction which follows the administration 
of acetylcholine i is actually due to a second- 
| 2 release of norepinephrine has been 
i presented by Burn and Rand.? They have 
- shown "that acetylcholine cannot produce 
M nanriction when norepinephrine is ab- 
t _ from the arterial wall. Dogs and 


Re- 


` x fro m the arteries. x 


-NA Results based on experimen l work 


B Yonetheless, on the basis of th® s sesed 
pe fin ndings, the theory that the delayed blanch . 
in atopic dermatitis is due to a secondary 
eem of norepinephrine becomes attractive. 
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with high concentrations of acetylcholine. 
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reaction. Although the r 


2 possible AERE A for this plese 
themselyes. The first is that only gh s 
local concentrations of methacholine could e: 
trigger the release of norepinephrine. D ug 
this study the local cutaneous concentrations — 
of methacholine were higher after intra- 
dermal injection than after parenteral ad- 
ministration. | T 





A second possible explanation is offered | 
by the work of Schmiterlów,!? who found _ 
that the amount of norepinephrine in an E. 
artery was greatest in the outer portion. of | | 
the vessel wall It is apparent that this - a 
epinephrine would be more accessible to uat 
methacholine outside the vessel wall (that i is, d ; 
injected intradermally) than to methacholine = 
in the vessel lumen (that is, administered at 
parenterally). Thus, intradermally injected | = í 
methacholine would be more likely to cause — 
the release of norepinephrine and the sub- a SR Es 
sequent delayed blanch reaction. e | Ys Sri e 

It has been. suggested that abnormal. cu- 
taneous vasoconstriction is an etiologic cipi à Eu 4 
of atopic dermatitis? If, as discussed pre- 


viously, norepinephrine is the cause of this s 5 ! 
vasoconstriction, adequate doses of reserpine | Reed í 
should have a favorable effect on the course nA E 
of the disease. Unfortunately, the amount — Y: 


of reserpine required to remove norepi- — 
























teries is substantially more than is usually; 
administered to human beings for’ therapeu UEM 
tic purposes. The studies of Burn ando 
Rand? involved parenterally administered E =e 
reserpine in doses of at least 0.5 mg. per MET 
kilogram of body weight. This is 12 times — 
the usual parenteral dose of reserpine used. E 
in human beings. Therefore, the effective — 
use of resarpine in the treatment of atopic 
‘dermatitis would be prevented by the secs y 
ondary effec of the drug on the central 


nervous phe ‘The need, | for a reserpine- — 
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rier, is appareat. The de- 
op yich a compound is being 
E by several inveiligators. nS 
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: £ 1 kaa Conclusion 


j 4 Although us is known that patients with 

atopic lie respond to mtradermally 

Hi ik on acetylcholine and to its derivatives 

| an abnormal blanching reaction, the 

— response of these patients to the parenteral 

4 administration of these substances has 

; . never been documented. Therefore, this 

E. ke i study. was undertaken to compare the re- 

be P . sponse of atopic and norma’ persons to 

E fu = the parenteral administration of these sub- 

E stances. Methacholine (Mechobl), 2 methyl 

"de rivative of acetylcholine, was employed 

. . because of its increased resistance to hy- 

ee Taras. and because its vascular effects 
ef re those of the parent substar ce. 

. Methacholine was injected subcutaneous- 

um ly, and the subsequent systemie and cutane- 

~ ous vascular reactions were compared in 

A  groups—a control group, a group with 

mm of atopy, and a grou» with atopic 

p .. dermatitis. he reactions were the same in 

MI 3 groups. The vascular responses of 

(p atients with atopic dermatits to metha- 

choline administered parenterally were nor- 

aoe On this | basis, the possibility is 

ie, ene ewed that secondarily released norepi- 

pets | .. mephrine, rather than acetylcholine, is the 

cu t x cause of the delayed. blanch reacticn. It is 

Ek $ pointed out that if norepinephrine is the 

. cause of the delayed blanch reaction, then 

e (0 certain reserpine-like compounds in ade- 

ds 2 | quate « dosage may have an important role in 
yos he therapy of atopic dermatitis. 
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During the past 10 years fluorescence 
microscopy and its application to histopa- 
thology have become increasingly important. 
Because of their content of cytoplasmic 
ribonucleic acid and nuclear desoxyribonu- 
cleic acid, malignant cells present a char- 
acterisfic picture when stained with acridine 
orange and viewed with a fluorescence mi- 
croscope.*?5 Recently a number of reports 
have been published indicating that this 
technique has been successfully used to 
study body fluids and cervical smears.! 
Proponents of the technique feel it has merit 
because of the ease and rapidity it permits 
in diagnosing the presence or absence of 
malignancy. 


This paper reports the application of the 
fluorochrome, acridine orange, to the study 
of benign and malignant tumors of the skin. 


Methods 


Four hundred forty-six cutaneous specimens 
were obtained from patients with routine derma- 
tologic disorders. In most instances imprint smears 
were made before specimens were placed in the 
fixative, which consisted of equal parts of 95% 
ethanol and ether. In other cases the excision site 
or an adjacent area was curetted and the material 
smeared on a glass slide and placed in the ethanol- 
ether fixative for at least 15 minutes. 


The specimens were mounted in paraffin and 
sectioned in the usual manner. Tissue sections were 
deparaffinized with xylene and alcohol; sections, 
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A d 

imorint smears, and curet smears were stained. - S 
after the technique of Dart ;? Y $ je 
L Hydration through graded alcohols 80%, 7096, : 3 
50% to distilled water. Approximately 5 dips in eA 

eaci solution were satisfactory. a 

Z Four dips in 1% acetic acid. d^ P 

3 Distilled water for 2 minutes. ef Be 


4. Mcllvaine's citric - acid - disodium phosphate . D. 
bufšer (pH 3.8) for 3 minutes. EL 

5. Staining for 3 minutes with 0.01% acridine © oA 
orange prepared with Mcllvaine's buffer. p 


6. Mcllvaine’s buffer for 4 minutes. OMM 

7. Slides were air dried or gently blotted. aga 

8. Cover slips were mounted with Mcllvaine's | 
buffer. | Y ^i : 


9. Sections were examined under microscope - 
equipped with an ultraviolet lamp source and ap- “ 
propriate filters. an We 

AL smears were coded in such a way that the ~ 
observer did not know which smears correlated . 4d 
with which tissue sections. Serial tissue sections pu 
were stained with hematoxylin and eosin and © i 
subm tted as unknowns to a different histopathol- © 
ogist. The diagnosis on these sections was not | 
known until after the acridine orange-stained - 
specimens were examined. 


" 

*. 

* |] 

Results M 

E: 

Four hundred forty-six slides were ‘oa 
stained. Eighteen specimens of normal skin eu 
. were examined. pt 


Normal skin presented 2 appearances. In 
some instances both cytoplasm and nu- 
cleus of the epidermal cells stained green. 
The atter was more brightly fluorescent. ME 
than ġe former. In other specimens the 7 
cytopl#m fluoresced orange-red and the - 
nucleus\green-yellow. In both cases the cells 
were small, uniform in size, and the nuclei : 
were cenjrally placed, small and round. Se-- 
land cells were easily identified - 
a brilliant red fluorescence. Col- 
ind other dermal constituents fluo- 
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| M. and stained green or DM (Fig. 1). 
E. The cytoplasm of plasma cells fluoresced 
» p bright red and the nucleus yellow. Plasma 
a 3 cells were easily distinguished from malig- 
> nant cells by their small size, the position 
E and brightness of their nuclei, and lack of 
, nucleoli, 












E E — A. Squamous-Cell Epitheliomas.—T wen- 
= ty-six specimens were examined with use 
EV “of both smears and tissue sections. Ma- 
3 2 lignant cells could be differentiated from 
E. B ‘inflammatory cells by their large size, their 
morphological features, and by the bright 
E - red fluorescence of their cytoplasm (Fig. 2). 
E. Inflammatory, cells other than plasma cells 
: P. were small and green. Except for one case, 
: _ there was correlation of smear and section 
| E. E diagnosis In this one instance, malignant 


4 cells were identified in the tissue but not 


Um i 
b. on the imprint smear. 
E B. Mycosis Fungoides, Leukemia Cutis, 


and Metastatic Malignancy.—In 2 cases of 
i D. mycosis fungoides no cells with character- 
: AE -istic morphology or fluorescence were noted. 
In the sections obtained from 5 patients 
E. with metastatic malignancy and from 2 pa- 
E | tients with leukemia cutis, the dermal infil- 
K trate contained many cells having the 
ELbsnideristie fluorescence and the morpho- 
= logical picture of malignant cells. Isolated 
A - cells which were diagnostic were noted in 
E. the corresponding smears (Fig. 3). 
E. C. Leukoplakia and Keratosis Senilis.— 
| . Five specimens of leukoplakia were studied. 
- [n all these specimens, there were occasional 
E elis which had the appearance of being 
malignant. Similar cells were seen in 5 of 
the 51 senile keratoses studied. Cells which 
a were morphologically benign but had bright 
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? Fig. 1—Lichen planus. 
eae epidermal cells in upper right corytr. 

xc Fig. 2.—Squamous-cell epithelioma. 
Ay: features of malignancy. 
| Fig. 3.—Metastatic ipalignancy 
Jae brilliant yellow nuclei, X 192. 
OU E Fig. 4.—Keratoacantifoma! 
Es Fig. 5.—Bowen's disease. Large 
=- . . im the epidermis. Note smaller inflammat 








EJ - duced by clump of epithelioma cells. 
ay ance; X 192. 
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Tissue ection showing dull green fluorescence of nonmalignant 
Small inflammatory cells are noted in infiltrate; X 96. 
Shews characteristic fluorescence and morphological 

Black area in corner is artifact, mag. 192. 
Malignant cells are large with bright red cytoplasm and 


Is in the dermi 
Fig. 6.—Basal-cell epithelioma, pma p mear showing bNiliant yellow fluorescence pro- 
Freqgently, cells present a more greenish-yellow appear- - 


Sars a iiim 
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were noted in many cases of se 
and also in 3 of the 6 
(Fig. 4). 

D. Bowens Diseaseg@in 5 cases of 
Bowen's disease the abiiy epidermal 
cells could be easily detected by their char- 
acteristic fluorescence and morphology 
(Fig. 5). 

E. Basal-Cell Epitheliomas.—Basal-cell 
epitheliomas presented an appearance differ- 


atoacanthomas 


red fluorescing cytoplasm and | Breen Ber j 
Bile keratoses 


ent from that seen in any other condition — 


(Fig. 6). The cells were green and each 


contained a large, bright, yellow-green fluo- 
rescent nucleus. The nuclei were so large 
and bright that at times it was difficult to 
delineate the cytoplasm. The diagnosis on 


the smears and slides correlated with the jd 


diagnosis on hematoxylin and eosin prep- — 


arations in 88 out of 91 specimens. Two 
imprint smears failed to show the malignant 
cells, while their paired tissue sections fluo- 
resced brightly. One section, which was 
diagnosed as syringoma after the hematox- 
ylin and eosin preparation was examined, 
was thought to be a basal-cell epithelioma 
when stained with acridine orange, and may 


represent a false-positive diagnosis with the 


acridine orange procedure. 

F. Malignant Melanomas and Moles.— 
Apparently the chemical structure of the ma- 
lignant melanoma cell is different from that 


of other ectodermally derived cells which . 


become malignant. The cells from malig- 


nant melanoma, lentigo of Hutchinson, and. 
benign moles could not be differentiated. 


when examined by the fluorescence tech- 
nique. The brown color of the melanin 
granules noted in the melanoma, mole, and 
in normal pigmented skin has been reported 


ells T morphologically benign, mag. X 192. 
ma 


lls with maNenant characteristics ase present 


mag. X 192. 
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melanoma spe 
G. Other 


verruca vulgaris 
toses, chron} ubacute dermatitis, lichen 
planus, and other benign condiions often 
had cells which attracted the exammer’s at- 
tention because of their bright red cyto- 
plasm and yellow-green nuclei. However, 
morphologically the cells did no- swlfill the 
criteria of malignancy, and thus the color 
was not actually misleading. 


Comments 


Increased amounts of ribonucleic acid are 


present in the cytoplasm of cells with a high | 


rate of protein metabolism.* Acidic acridine 
orange stains this material red, and thus 
the cytoplasm of maljgnant cells takes on 
a bright red color. The nucleus ef malig- 
nant cells contains an increased amount of 
desoxynucleic acid and stains green or yel- 
low with acridine orange. In all instances 
the color and brightness are sufiœently in- 
tense to attract the eye of thc examiner. 
However, the morphological picture com- 
pletes the diagnosis. The malignant charac- 
teristics are abnormally large an1 unusually 
shaped cells with red fluorescent eytoplasm 
and fluorescent green or yellow ruclei which 
are large, often eccentric and bizarre in 
shape, each with a prominent nacieolus. It 
is true that normal epidermal cells and ac- 
tively proliferating cells of warts, keratoses, 
psoriasis, etc., may fluoresce w th the red, 
yellow, or green. eolors. But these cells in 
the specimens studied were always small, 
uniform in size, and withou: abnormal 
nuclei or nucleoli. Morphologically these 
cells can easily be distinguished ‘rom ma- 
Ngnant cells. 

Greater difficulty was noted im ruling out 
malignancy in smears of senile keratoses 
and leukoplakia. This is not surprising since 
both conditions are considered p-gmalignant. 
There is an*increase in mitoriegle vit and 
therefore a corresponding inc in ribo- 
nucleic acid and desoxynucleic acid. 
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The appearance of certain cells when ^ - 
stained with this technique enhances the |) 
value of the procedure for the clinician. - f E 3 
The diagnosis of basal- or squamous-cell 
epithelioma, leukemia cutis, and metastatic - E 
malignancy can be made within 15 minutes = 
after the specimen is obtained. It is not. ; 
necessary to perform a biopsy. In some . 
locations such as the eyelid, lip, nose, or- 
au-icle, it may be advantageous to curet 
rather than obtain a biopsy specimen. The — 4 
cliaical impr ession can be concen while - 23 mm 










can be instituted and the pakeni shirada an a E 
extra visit. The application of the technique . . : 
to the chemosurgical procedure of Mohs ; 
might be a worthwhile consideration. 

With the possible exception of some leu- ; 
kenic infiltrates, cells of lymphomic or re- < 
ticular infiltrates presumably do not have an 
inereased amount of ribonucleic acid, which — 
is increased in metastatic malignancy and in — 
epitheliomas. Others have reported no in- N 
crease in desoxynucleic acid in human and | 
meuse lymphomas.* Mellors has reported ES 
that sarcomas do have an increase in des- | 
oxynucleic acid. In 2 cases of Kaposi's ^ 
sarcoma no increase was observed in either ~ 
of the nucleic acids. Lever and other workers 
consider this condition to be a benign angi- ~ 
ormatosis of autochthonous origin or a neu-  - 
rovascular dysgenesis.? Dérffel believes it. p 
is related to the lymphomas.? The lack of — 
diagnostic fluorescence in the cases studied — 
would support these concepts. i 

The bright yellow-green fluorescence of - 
the basal-cell epithelioma facilitated its rec- — 


>) 








ognition and enhanced the value of the - x 
technique for dermatologists. Other investi- CHR 
getors have described the basal cells as hav- E 
ing a dll, red-brown cytoplasm.5? This may |. 
heve en masked by the brilliant flu- . Of 
orescenMe of the nuclei but was not noted x 
ig these Vasal-cell epitheliomas. Perhaps a — - 
disproportion of ribonucleic acid and desoxy- AH 
nucleic gid in basal-cell epitheliomas may — — 
hey e ififluence on the relative benignity * 
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is type of epithelioma. 

As regards technique, many variations - 
e attempted in the staining procedure, Bal 
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= but that mentioned above was the most satis- 
« factory. Bertalanffy's method also worked 

P well but involved the use of an additional 

E E" reagent.5" 

E Smears obtained by curettage « are more 


x B. study. Phendore, ndn smears neces- 


EC e sitate excision, and if the incision is carried 
-too deep and the specimen not bisectioned, 


X only a few diagnostic cells and much blood ' 


= may be present on the smear. 


- "he slides can be stored dry. Slides stored ji 
m Plonger than 3 months tend to lose their 
fluorescence but can be restained with 
acridine orange. Smears can be destained and | 


E 
E. B restained with hematoxylin and eosin or by 


>> ET 
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Summary 


E . An application of fluorescence microscopy 
^. is presented, using the fluorochrome, acridine | 
c 


. orange, to identify malignant cells in the - Cytoplasmic Basophilia (Ribonucleic Acid) by 


skin. This procedure can be performed in | 


the office using excised Or curetted ma- 1956. 


Does and is rapid, inexpensive, and reliable. - 
tion, Topeka, 


Ex ` It should be emphasized that the technique 


E 
OS 


x x. 


-aminer to malignant cells, which have a 
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ER the Papanicolaou technique. The chemicals 
E - required are inexpensive, and the processing _ 
- of the: slides can be performed by « one with- — 


. out previous special training. Nhe aro Sy 13:223,719500 08-0 Ae 


E . is of value chiefly as a screening technique. 
| because it attracts the attention of the ex- 
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characteristic color em appa ance when 
stained with acridine orang®and viewed 
through a fluorescence micgawfbpe. The final 
diagnosis of malignancy, hiwever, must rest 
on the morphology of thefcell in question. 

Dr. Robert Goltz provideqiihuch valuable criti- 


cism in the preparation of this P 


1209 St. Paul L8, 2, Baltimore, Ma. 
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The cutaneous manifestations of me car- 
cinoid syndrome - have been described by | 
Ritchie? and Kierland et al2 Flusiaing, of 
variable duration and intensity, imyclving 
the face, neck, chest, and shoulders, € char- 
acteristic of the syndrome. Miccoscopic 
examination of the involved skim shows 
dilatation and congestion of veins and. capil- | 
laries, at times thickening of ves ssel s 
including arterioles, edema and chronic in- 
flammation. Shafer, in a discuss on E 
Kierland's article, disdosed that of 51 car- patient developed numerous episodes of the Adams- ~ 
cinoids reviewed by Helwig and Maaion of Stokes syndrome. In March, 1958, tender; hard, | 
the Armed Forces Institute of Pathology, disc-ete, elevated, fixed nodules were noted in st 
there were 6 cases of the functioning car- nec; these became progressively larger and wer 
cinoid syn drome. £ subsequently noted over all parts of the body, ie A 


Sections. from the skin 4 doro the hands, feet, face, and scalp. Beginning - 3 
in 2 of these patients showed. sligh: ectasia - 


n Sept, 1958, a moderately deep cyanotic flush, | 3 
with minimal infiltration. Zarafonet= et al3 


Ese constant in intensity, was noted on the ene 
noted that fibrotic changes may be 5nduced 


and especially around the ears and lateral aspect | E 
in the skin and elsewhere by E^ functioning. of the neck. This persisted throughout hospitaliza- 
carcinoids. 


Doi f 2 tiom A tumor nodule was noted in the left testicle, E 
: n the cases o carcinoids pter- * and an orchiectomy was done in Oct., 1958. Com- 
viously reported, ‘metastatic cutaneous | Je- 

sions were rarely encountered. Walser, in 


> paron of a biopsy of a cutaneous nodule with the | : 3 | 
reviewing malignant carcinoids (arzentaffi-- 


nomas) with cutaneous metastases noted — 


= Report of Case A 
Tae {plowing are the salient features of! thes es, 
 patient's"course: The patient, a 35-year-old whit d Fe 
. male, bricklayer, entered the hospital in Nov., 1955, - 
complaining of a nonproductive cough since- 19 A. 
. and episodes of syncope since 1954. Admission i" 
x-rey showed a mass in the upper portion of the E. 
| left hilum. In Dec., 1955, a left thoracotomy Tee = 
. veabd an inoperable tumor mass which involved $ 
the left upper lobe, surrounded the pulmonary. E 
“artery and vein, and extended into the pericardial 1 
at Courses of deep radiation therapy to the. $ 
hila- mass were given. During hospitalization, the ~~ 


i Ny 
Pres 
. 


ng 


testicular tumor and the lung biopsy, disclosed 
| that all three lesions were similar microscopically, © 
that 3 cases had been reported. K-kler. et 
al? noted the rarity of the lesions and re- 


 havmg the characteristics of a malignant carcinoid. — oa 
. The excretion of 5-hydroxyindole acetic acid in E 
corded another instance of cutanesis me- 
tastasis. To facilitate the recognition and 


diagnosis of metastatic carcinoids | in the 


skin, the lesions in a patient havi ing a func- H 


tioning malignant bronchial carcipeid. are 


described; a more detailed | account of this |. due to 


EN 


unusual case will be the subje r des of = subse- 
quent report. 


Le 


Received ane bledi Tune: 3, 1960 à | 
From the Departments of Pathology =nd Pul- (b fur inc 


pital, Long Beach. Calif., nae the d ep | 
Pathology, University of Califoraia' at Le Angeles 
School of Medicine. 


the urine was 27 mg/24 hr., as compared with | 


the normal of 2 to 8 mg/24 hr., indicating a func- . 


 tioning carcinoid. An analysis of a- cutaneous - rd 
tumor nodule showed a serotonin content of 2lug/ - E- 


gm. a significant increase over the normal skin — 
-levd of. lag. or less/gm.? — i ae 
í ‘The „patient developed numerous episodes of | 


sy neope, which on electrocardiograms proved to be > E 
inus arrest and asystole, presumably the — — 


“result ol involvement of the heart and adu. 
 Sirectures. Dy tumor, j 


Ja July, 1959, the patient developed evidence of A x * 
| Cushing's. 


: steroids was 34 mg. (normal 10-22 mg.) an 


la” of 17 EUH steroids 41.8 i (normal. E 





syndrome: moon facies, buffalo hump, | 3 
Kis, ‘glycosuria, hyperglycemia, and hyper- . = E: 
A 24-hour urinary excretion of 17-- Y 
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Fig. 1 1- OM etatis carcinoids in skin. The tumor 
ios a firm, somewhat spongy, hemorrhagic ap- 
px Ya ' pearance, involving the dermis and subcutaneous 
| issue. Hematoxylin and eosin stain; X 130. 


. lation tests, the patient had 2+ edema of the 
y hands and feet. These tests were interpreted as 
pontiestine hyperplasia of the adrenal cortex. His 
- condition rapidly deteriorated and he died in 
E um November, 1959. 


Report of Autopsy 


The essential findings included the following: A 
grayish-white, hemorrhagic tumor mass, 
ee rourine 4X3 cm. occupied the upper lobe of 
3 ` the left lung, surrounding and partially occluding 
4 N - the main bronchus of the upper lobe. Tumor was 
; present in the peritracheal and peribronchial lymph 
RE 7 nodes. 

"The heart was normal in size and configuration, 
P and the valves were intact and free from thicken- 
"Fae Numerous tumor nodules were scattered 
ne f; throughout the myocardium, especially involving the 
Pact bases of the right ventricle and auricle, and the 
interventricular septum. The coronary ostia were 
pe patent, and the intima of the arteries free from 
; sclerosis. 






7 Fig. 2—Carcinoid in dermis. 
Fairly uniform, ovoid cells in 
^ .— acinar nests, embedded in dense 


E. A , collagen. Hematoxylin and eosin 
E - stain; X 300. 
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The liver 3 was obeyed: free. sag tumor, and 
revealed marked chronic passive congestion. The . 
pancreas contained several scattege tumor nodules. 
There were several large calculi in the left 
ureter, obstructing the lumen, iand accounting for 
a large purulent abscess w]gdh occupied approx- dn 
imately one-half of the kid This abscess com- 
municated with a large perineph¥ic abscess. 

The adrenal glands were enlarged, the right 
weighing 53 gm. and the left 44 gm. Much of 
the parenchyma of each gland was replaced by 
hemorrhagic tumor. The remaining parenchyma 
revealed hyperplasia of the cortex. 

Two polypoid carcinoid tumors were present in 
the duodenum and two in the ileum; these each 
measured up to 1.5 cm. in diameter. The tumors 
were confined to the mucosa and submucosa, and 
failed to penetrate the muscularis or serosa. The 
appendix had been surgically excised for an acute 
inflammation; no tumor was found. 

Several metastatic tumor nodules were present 
in the cortex of the brain. The pituitary gland 
was free from tumor. 

The Cutaneous Metastases.— The skin was in- 
filtratel with numerous metastatic tumor nodules 
which involved the trunk, abdomen, arms, and legs. — — 
They ranged from 0.5 to 2.0 cm. in diameter, and 
were firm, circumscribed, elevated, and fixed to ten 
the dermis or subcutaneous tissue. On incision, —  . 
these nodules were grayish-tan, granular, hemor- 
rhagic, and noncircumscribed, blending with the 
dermis and subcutaneous tissue. Occasionally, 
hemorrhage occupied most of the tumor nodules -= 
with interspersed focal, grayish-tan, granular areas; — ^. 
the tumors had somewhat of a firm, spongy, 
hemorrhagic appearance (Fig. 1). 

Microscopically, the characteristics of the 


tumor were relatively similar, whether found in 
the lungs or in metastatic sites, 


including the 
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-plasm (Fig. 2). 
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METASTA TIC, a cUTANEO US CARCINOID 


Fig. 3.—Note marked vascu- 
larity and hemorrhage of the 
tumor. Hematoxylin and eosin 


stain; X 300. 


d 


skin. The nodules in the skin were present in 
the dermis and subcutaneous tissue, being separated 
from the epidermis by tgick collagen. They con- 
sisted of fairly solid, loosely arranged sheets of 
oval or polyhedral cells which had oval, hyper- 
chromatic nuclei, centrally or eccentrically placed, 
and a rim of fairly abundant clear to pink cyto- 
The cells were fairly uni orm in 
size, although areas of anaplasia were noted. In 
these areas, the nuclei were more irregular, larger, 
and darker staining. Occasionally, there were 
multinucleated cells. The tumor cells were fre- 
quently arranged in acinar nests, divided By thin, 
vascular, fibrous septa. The tumor nests were often 
in close proximity to large, cavernous, vascular 
channels, filled with red cells, and surrour-dec by 
extravasated red cells (Fig. 3). Oceasonally, 
small gland-like structures were encountered. 
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The tumor nodules, when reviewed by several 
leadirg dermatopathologists, suggested to them UE 
adnexal and vascular tumors (sweat-gland carci- RA. % 
nomas; angiosarcomas, glomus tumors). Hence, y" re | 
in the differential diagnosis of cutaneous carcinoids, m 
these lesions must be considered. E 

The collagen, especially in the dermis and inter- ^ 
spersed between tumor nests, consisted of dense, * 
mainly anuclear, wavy, and, occasionally, frag- - 3 
mentel bundles (Fig. 4). Thick collagen bundles - Xx 
frequently penetrated into the subcutaneous tissue. — | 
These bundles had the appearance of those seen. " 


xw 
> 
RET 


in scleroderma; the adnexae, in many areas, na T 
been -eplaced by the collagen and in other areas .- 
were atrophic. Tumor nests and blood vessels wer $ 
frequently sclerosed by the collagen (Fig. 5). The . 

overlying epidermis was mainly uninvolved, al- - 
thougk atrophic in some areas. oe 


<> * 
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Fig. 4.—Dense, mainly anu- MEC 
clear collagen replacing adnexae, - e: 
producing an appearance of bs d 
scleroderma. Hematoxylin and | 2 d 
eosin stain; X 30. E 
; MM 

















Be Ng. 5.—'Tumor nests and 
E Blood vessels in the skin are 


iE 


— Van Gieson’s stain demonstrated the thin, vas- 
^ cular septa separating acinar nests and the dense 
‘collagen in the dermis, coursing through the 
_ tumor and extending into the subcutaneous tissue. 
Elastic stains showed moderate diminution of 
Lr. dermal elastica; the elastica was present as small, 

soy -thin fibrils, frequently in single strands, or, less 
T ‘commonly, in small curlicues interspersed between 
-— collagen bundles. Reactions to periodic acid- 
a put (PAS) stains were negative. 





Comment 


E. Phe tumor had the histologic character- 
File istics of a carcinoid which was moderately 
ES E anaplastic, producing widespread metas- 
i E. tases. It was considered primary in the 
x lung, first, since it was first demonstrated 
-. in this region, by x-ray evidence and bron- 
= chial biopsy, and second, by the demonstra- 
— A tion that the carcinoid tumors present in 
— the duodenum and ileum were polypoid in 
- configuration and confined to the mucosa 
. and submucosa, failing to invade the muscu- 


E lar coat. MacDonald? noted the invasive 
E characteristics of malignant intestinal carci- 
-.  noids. He also noted that in a serigs of 24 
^ cases of malignant intestinal carciyfids hav- 
E ing widespread metastases all but one if- 
ct E 


* volved the liver. In our case, the liver was 
^... not involved with tumor, further indicating 
= . that malignant carcinoid was not presemt in 
- . the intestinal tract. 
. functioning malignant bronchial Ru 
_ A have been reported.5-1? 
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The origin of carcinoid tumors in the 
intestine is considered to be from specialized 
granular epithelial ces, the enterochromaffin 
cells, which have selective argentaffin strain- 
ing properties. The carcinoids found else- 
where, however, may not have these 
chromaffin properties. Thus, Warner and 
Southren,!? in a review of the literature of 
bronchial carcinoids, found only one case 
which had positive argentaffin granules. 


Argentaffin stains of the tumor in our case - 


were negative. 
The diffuse metastases in the eee 
especially in the base of the right ventricle 


and interventricular septum, accounted for . 


the episodes of sinus arrest by interfering - i 


with and destroying the pathways of the 
conducting fibers. 

The hypercorticism resulted from the 
compensatory hyperplasia of the adrenal 
cortex, following partial destruction of the 
glands by the massive tumor metastases. 
Several examples of carcinoma (including 
primary sites in thymus, pancreas, lung) 
associated with Cushing's syndrome ™ have 
been reported, although their relationship 
is uncertain. 

There is adequate documentation that the 
malignant ,carcinoid may elaborate a sub- 


Several instances not stance ( Siri erün which accounts for flush- 


ing and fibrosis. The fibrosis has been found 


p occur in the liver, inferior vena cava, and 


T Vol. 82, Dec., 1960. 


eae” It has been demonstrated, further, 
that dermals fibrosis followed the subcu- 
_ taneous in jection of serotonim creatinine 
sulfate.!? The presence of cutaneous changes 
simulating sclerogerma has been noted? 
Serotonin- * degradation by monoamine | 
oxidase and ceruloplasmin, when inhibited, 
. may lead to local serotonin effect. This, n 
addition to the serotonin production at the | 
tumor site, may result in sclerederma-like _ 
changes, as in the present case. ; 


dado and Conclusion et 

_ A case is reported of a functioning ma- 
 lignant bronchial carcinoid whick had me- | 
. tastasized. widely, including many parts of 
. the skin. The patient had flushing: associated | 
with the carcinoid syndrome, episodes of 
seizures resulting from myocardi al metas- 
tases, and developed e Cushing's s L rus 
shortly before death. 4 

Numerous cutaneous ! metastases 
distributed in- various parts of the body. 


^ 
"s 


The nodules were composed. of nests of | 


fairly uniform oval cells, which, -n many | 
areas, were markedly vascular and hemor- 
 rhagic, and accompanied by the pinlicdon 
of abundant collagen. à - 

The dense collagen koia ae the 


. y 
= 


* 


skin tumors. simulated. that seen in sclero- - yd 


derma. This lesion is considered to be the 

result of. serotonin production by the tumor, 
Photographs. were prepared. by Timothy Dodge. — 
Veterans Administration MINUM. 50 E. 


Seventh St., Long Beach, Calif. 
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- Elastosis Perforans Serpiginosa 


Report of a Case 


"The recent description of perforating 
elastosis by Hitch and Lund? has clarified 
a diagnostic problem of long standing. The 


— following is a brief report of a case of 
—  elastosis perforans serpiginosa of 14 years’ 


duration. 


Report of Case 


A white woman, age 22 years, a mongoloid, was 


— first seen at the age of 8 years presenting a 


peculiar, nonpruritic ringed, papular eruption over 


~ the extensors of the arms, forearms, and lower 


extremities. Repeated mycologic studies 
negative, but owing to the general resemblance 


were 


- of the eruption to tinea infection, it was treated 


as such by painting the lesions with tincture of 
iodine and spraying them with ethyl chloride. The 
patient was followed and treated in this manner 
from 1946 through 1949 with some success. She 
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was seen by another dermatologist in 1950, and 
repeated mycology studies were negative (Fig. 1). 
A biopsy was done, and sections were submitted to 
3 dermatopathologists, but no definite diagnoses 
were submitted. Following an acute respiratory 
infection in 1957, there was a marked deterioration, 
physically and mentally. The patient refused to 
eat solid food, and there was a 30 Ib. loss of 
weight. She also became a serious behavior prob- 
lem in the home, and this led to admitting her, 
in 1959, to the Austin State School, Austin, Texas. 
The attending physician, noting the cutaneous erup- 
tion, treated her for a superficial mycotic infection 
and, she was given griseofulvin, 1.0 gm. daily for 
2 months with no apparent ‘beneficial effect. A 
culture taken at this time shows the presence of 
Trichophyton mentagrophytes. A specimen was 
then taken for biopsy, the details of which will 
be recorded below. Past history and family history 
are of no significance. 

Examination.—The examination revealed a typi- 
cal mongoloid with dry, pallid skin but with no 
other noteworthy features aside from the cutaneous 
lesions present. On the posterior lateral aspect 


of the right thigh and to a lesser degree on the 
opposite thigh (Fig. 2), there are several lesions 
presenting an 


arciform or serpiginous border 


Fig. 1.— Lesions on 
right forearm, 1950. 





Fig. 2.—Lesions on posterior aspect of right 
thigh, 1960. 


Fig. 3.—Intraepidermal segments 
of penetrating channel. Hematoxy- 
lin and eosin; mag. X 82.5. 


rade up of very small keratotic papules bordering 
cn or partially encompassing a dusky, erythematous 
skin. Each area measures roughly 2 or 3 cm. in 
Ength and 1.5 cm. in width. The mother states 
that these have been present for well over a year 
znd are now regressing. Only slight depigmenta- 
"on remains on complete involution of the 
lesions. 

A.laboratory examination, including complete 
blood count, urinalysis, serologic test for svphilis, 
and roentgenogram of the chest were negative. 

Histopathology.— The slides from the earlier 
oiopsy in 1950 were reexamined. The hematoxylin 
ind eosin stains on these sections show a central 
irea of marked acanthosis (Fig. 3). Contained 
within the area of acanthosis are 2 intraepithelial 
ibscesses separated from one another by a thin 


=pithelial strand. These abscesses contain basophilic, ~ 


granular material and epithelial debris. Mixed 
in with this are fragments of coarse fibers, defi- 
nitely acidophilic with basophilic margins (Fig. 4). 
The abscesses show no break through to the surface 
or entrance from the dermis, but would appear to 
be segments of a tortuous channel penetrating 
the epidermis in a parafollicular position. The 
PAS stains are negative. The underlying con- 
necting tissue shows distinct acidophilic elastic 
fibers dispersed with collagen. The acidophilic 
staming of these fibers is like that of the coarse 
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— Fig. 4—Segment of penetrating 
— channel. The coarse fibers have an 


= eosinophilic tint with basophilic 


pey- 


~ 


— margins. Hematoxylin and eosin; 
= mag. X 500. 
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elastic fibers in the corium are much less acidophilic. 
+ foreign body giant cells are found in areas of In these sections there is complete perforation of 
* fibrosis just beneath the epidermis. In the hema- the acanthotic epidermis, and the wide perforating 
= toxylin and eosin stains of the 1959 biopsy the channel contains the same mixture of basophilic 


Fig. 5.— Perforating 
channel. Thick, elastic 
fibers seen entering base 
of perforation, 1959 bi- 
opsy. Verhoeff-Van Gie- , 
son; reduced about 28% 
from mag. X 90. 
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ai “Both sections show clearly a a pene- Si ; 


E ‘the earlier sections (Fig. 5). Elastic tissue tzatin f channel fe 
LU g or perforating e in e € 
Er 5 of the a. and 1959. sections show rather démo fe sienna stains stains, 


| appeared different, in that the 1950 secti ns i 
Pace fibers, ma siio thats in creas pana Rona — showed much coarser fibers at all levela f 
. in large masses,in the mid and lower dermis. At the dermis, Both biopsy specimens. (19 


the point of penetration of the epidermis, the 1959) were taken from the postion aspe E 
earlier sections show clearly the coarse frag- e f the e thigh $E i 


mented fibers extending into the Enotu 


"m 


ERI. many atemat was found at da. A i 
ew . State School. This culture was taken ai 
A. case of elastosis pesforens ser piginosa nearly 2 months of griseofulvin therapy. ` 


BS . is described, occurring in a female mon- -Fave no record of any further culture s 
- goloid. The lesions are of 14 years’ duration | cn this patient. 


E: have chiefly involved the extremities. - | The possibility exists that elastic tissue 

e lesions the patient now presents. have. i 

been present for well over a yeer and appear | Ld areas than the skin is also abnon E. i 
to be involuting. Biopsy material obtained — Be of Texas Medical Dran i 

-in 1950 was compared with a 1959 specimen, - Be et y | | 

ex = The hematoxylin and eosin stains in both NH Sa REF ERENCE 

E "were essentially the same, except that the — Hitch, X Man ba HIE Elasto e | 

|. .. elastic fibers in the 1950 sectiors were much — Pertorans artes A.M.A. Arch. of Dermat. — 
more gadoptole than those in the 1959. Ba Tn (April) 1959. ^ 
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* EU Form of Cutaneous Mucinosis 


zu | Rochester, Minn. 


x ux P Phat mucin may be deposited in the skin 
"independent of any apparent associated 
Bei ctinopathy is now a well-established 
a fact. Initially, generalized myxedema in 
association. with hypothyroidism was con- 
- sidered the only situation in which this 
a RN . occurred. Subsequently, nodules and large 
33 ~ plaques of mucin were found, particularly 
— in the pretibial area, in association with 
^ E patients who had, or had been treated for, 
2 ; E yperthyroidism. 
3 —As the problem of localized pretibial 
ES edema was further studied, it was ap- 
v = that patches of localized myxe- 
-dema could occur in the absence of any 
- thyroid dysfunction; cutaneous deposits of 
B miicin were found in the skin widespread 
! Y : -over the body, and in this group of patients 
—— a normal endocrine function so far has been 
a the rule. The term "lichen myxedematosus" 


a K (papu ar mucinosis, lichen fibromucinoido- 
! L^ sis) has been Enloe to classify this latter 
3 - group clinically. 


| E The deposits of mucin in cutaneous mu- 
E . cinosis, referred to in the past as lichen 
E. -myxedematosus, occur in various morpho- 
osc forms. Montgomery and Underwood ! 
Piove outlined these forms as (1) general- 
- ized lichenoid papular, (2) discrete papular, 
(3) localized or generalized 
a OAM and (4) urticarial and nodular 
‘= forms. We have had the opportunity of 
* E three patients, two women and one 
E man, each in the middle decades of life, 
Ec "each presenting symmetrically ape 


VS 


. essentially asymptomatic eruptions of close-e 


+ ex Submitted for publication April 8, 1960. 

E Section of Dermatology (Dr. Perry, Dr. Kier- 

E E land); Emeritus Member, Section of Dermatology 
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E 182/980 


as de 


RI INTA kb 
{> i 


lichenoid 


pars KU Eum TD NIE Eta MEE TEAR 


Brae x 
Na aid DE s Pha i aN 3408-6. i-o. 
iE M AE pa ^E $; : n J M 


v 
x* - : 


HAROLD O. PERRY, M.D.; ROBERT R. KIERLAND, M.D., and HAMILTON MONTGOMERY, M.D., 


ly set, somewhat urticarial papules on the . 
anterior and posterior aspects of the upper 
part of the trunk, and each displaying his- 
tologically the deposition of mucin in the 
upper corium. lt would seem on the basis 
of the peculiar truncal involvement in these 
three patients that still another type of cu- 
taneous mucinosis may be seen and that this 
may be an additional subgrouping of lichen 
myxedematosus (papular mucinosis). Be- 
cause the histopathologic features of the 
three cases were so very similar, the results 
of skin biopsies will be discussed together, 
after the case reports. 


Report of Cases 


Case l.—A 37-year-old woman came to the 
Mayo Clinic in March, 1957, with complaints of 
nervousness, rapid heart rate, excessive perspira- 
tion, heat intolerance, and excessive appetite. She 
was seen in the Section of Dermatology because 
of the presence of a gradually enlarging red area 
that had appeared on her back early in 1952. 
In 1955, a similar involvement had occurred on the 
anterior part of the thorax, between the breasts. 
It was only when these areas were exposed to 
the sun that both patches seemed to urticate and 
be associated with burning and itching. Nervous 
tension appeared to accentuate the redness of the 
lesions but did not precipitate symptoms. There 
was no history of drug ingestion. 


Roentgen therapy administered*elsewhere during 
1953 seemed to have a similar effect on the skin 
as did exposure to the sun. Various kinds of 
topical therapy had been administered without 
benefit. 


The findings on general examination were normal 
except for mild livedo reticularis and acrocyanosis. 
Dermatologic examination revealed’ the presence 
of an oval erythematous plaque that measured 
approximately 15 cm. in its greatest diameter on 
the anterior part of the thorax, between the 
breasts (Fig. la). A more nearly rgund plaque 
approximately 25 cm. in diameter was present on 
the upper part. of the back between the scapulas 
(Fig. 1b). The plaques were composed of closely 
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Fig. 1 (Case 1).—a 
and b, Sharply marginated 
plaques are demonstrated. 


situated, small, erythematous, sligh E: mfiltrated, 
somewhat urticarial papules which m same areas 
seemed to be fused. 


Laboratory tests¢hat gave normal or nezative re- 
sults were: urinalysis, hemoglobin termination, 
erythrocyte count, leukocyte count, «etermination 
of erythrocyte sedimentation rate, roertzenographic 
examination of the thorax, lupus e--tbematosus 
clot test, determination of direct- zmd indirect- 
reacting bilirubin, and sulfobromophthalein dye- 
retention test. The basal metabolic rae was —9% 
and the protein-bound iodine measur=< 5 94g/100 
ml. of serum. 

This case was presented at the Sex«mber, 1958, 
meeting of the Minnesota Dermatol> cal Society 
under the tite "Papular Mucinosis.” It was sug- 
gested that the patient might profit by a course 
of antimalarial therapy, which accardingly was 
administered by her local physician wih the result 


Perry et al. 


that the erythema of the skin lesions disappeared . 


fcr almost six months, 
occurred. ' 


after which a relapse 


Case 2.—A 39-year-old woman was seen in 
August, 1957. She had noticed the onset of her 








skin problem some seven years previously, with . 


the development of a red area over the left breast. 
Snortly thereafter a similar area was noticed 


over the right scapular area. Both were asympto- | 


netic. There was a gradual increase in the size of 
the individual areas with eventual symmetric in- 
vWelvement of the thorax bilaterally, both anteriorly 
ard posteriorly. The lesions were constantly present 
w-thout seasonal incidence, although it had been 
observed tha sunlight caused an increase in the 
redness and some associated burning. During the 
time the patient was pregnant, the plaques were 
neted to be more red but were otherwise unchanged. 


No applications had been made to these areas in. 
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the fo rm of either cosmetics or medication. Except 


7 


ir some dysmenorrhea, the patient's general health 
iad been good. Tension was not recognized as 
E ar 1 aggravating factor. 
EN General examination revealed no abnormal 
_ physical findings. Examination of the skin revealed 
© ‘closely set, erythematous, somewhat urticarial 
^ - papules that gave the appearance of an urticarial 
E. eque to the areas of the anterior and posterior 
ects of the trunk (Fig. 2). The following 
laboratory examinations gave normal or negative 
- results: urinalysis, hemoglobin determination, 
Biker count, determination of erythrocyte 
E. limentation rate, serologic test for syphilis, de- 
- termination of serum protein and albumin/globulin 
"atio, determination of direct- and indirect-reacting 
E sulfobromophthalein dye-retention test, 
at nd roentgenographic examination of the thorax. 
differential leukocyte count revealed 30.5% 
d (Sie 55.5% segmented neutrophils, 2.0% 
— eosinophils, 0.5% basophils, and 11.5% monocytes. 
a A response to our inquiry one year after she 
was originally seen indicates that the skin eruption 
"n * iwas about the same as when she was first seen. 
2 "Continued use of antihistaminics failed to main- 
7. tain an early improvement occasioned by use of 
s this type of drug. 
E. Case 3.—A 57-year-old man was seen in Decem- 
ber, 1957, with the main complaint of hemorrhoids. e 
E- EAE was during his general evaluation prior to opera- 
- E tion that an eruption of the anterior and posterior 
. aspects of the thorax and of the right shoulder 
_ was noted. He accordingly was sent to the Section 
A E of Dermatology for evaluation. 
E The patient attributed this eruption to exposure 
B “of his back to a mohair chair some five years 
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Fig. 2 (Case 2).—A 
larger but less discrete 
plaque than in Case 1 
is seen. 


























previously. From a smfll area of involvement 
the process had gradually spread to the anterior 
part of the thorax and to the right shoulder. 
There had been some pruritus initially, but more 
recently the eruption had been asymptomatic. The 
patient believed that warm weather tended to in- 
crease the local redness. 


The findings on general physical examination 
were considered normal except for degenerative 
changes in the lumbosacral joints, which were 
producing some back pain, and minimal prostatic 
hyperplasia, which was causing mild prostatism. 
Examination of the skin revealed uniform-sized 
erythematous papules sharply limited in their 
distribution to a band 7 cm. wide in the midsternal 
area extending from the xiphoid process to the 
sternal notch. There was some scattering of 
random papules superiorly over the clavicular areas. 
On the back the lesions were confined to a some- 
what round area approximately 2) cm. in diameter 
that was located high in the midline of the upper 
part of the back, between the scapulas (Fig. 3). 


The following laboratory tests gave normal or 
negative results: hemoglobin determination, leuko- 


cyte count, determination of erythrocyte sedimen- * 


tation rate, measurement of the direct- and 
indirect-reacting bilirubin, determination of serum 
protein and albumin/globulin ratio, serologic test 
for syphilis, and roentgenographic examination 
of the thorax. Urinalysis showed Grade 1 al- 
buminuria but absence of Bence Jones*proteinuria. 
A roentgenogram of the colon showed diverticu- 


losis, with the colon and the terminal part of the 


Proctescopic 
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Fig. 3 (Case 3).—Plaque is sl 


examination showed internal and externa hemor- 
rhoids. 
Recent inquiry indicates that there has been 


no essential change in the patient's skin ecendition 
despite administration of a course of roentgen 
therapy elsewhere. 


Histopathology.—In Case 1 a skin biopsy 
was originally interpreted as showing a 
nonspecific dermatitis because of the mild 
epidermal changes and a mild perivascular 
inflammatory infiltrate seen in the upper 
corium and about the hair follicles. After 
Case 2 was encountered, the striking clini- 


Fig. 4—a, Biopsy 
specimen in Case 3 show- 
ing loose, fine network of 
fibrous strands in as- 
sociation with fine granu- 
lar material in upper 
cutis. Note large stellate 
aells within this area 
(hematoxylin and eosin; 
reduced about 30% from 
mag. X 300). b, Deposits 
of mucin in and about 
fibrous network (Mayer's 
mucicarmine;,reduced 
about 30% from mag. 
x 100). 


Perry et al. 





cal similarity of the two cases prompted 
restuly of the biopsy material, and even- 
tually we appreciated that histopathologic 
findings in all three patients were similar. 
A cutaneous biopsy specimen was taken 
from the right scapular area in Case 
1, frem the presternal area in Case 2, and 
from the left scapular area in Case 3; the 
histologic changes were less marked in 
Case 1 than in the other two cases. These 
changes are summarized in the following 
paragraphs. 

The epidermis was thinned with reduc- 
tion m number of rete pegs but with. no 
specifc changes within the epidermis. On 
close evaluation of sections stained with 
hematoxylin and eosin, one could see a 
loose, fine network of slightly bluish-stain- 
ing, fibrous strands and fine granular ma- 
terial immediately beneath the epidermis 
and about the vessels of the upper corium 
and the hair follicles (Fig. 4a). A mod- 
erate amount of perivascular and perifollic- 
ular chiefly lymphocytes, was 
present in the upper cutis. 


nfiltrate, 


Sections stained with Mayer's mucicar- 
mine showed this fibrillar and granular 
material stained a bright pink and greater 
in ameunt than was anticipated in sections 
stainec with hematoxylin and eosin (Fig. 
4b). Tt was most heavily deposited beneath 


the epidermis, extended a distance about 
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the vessels and hair follicles, and was, in 
| addition, distributed in a patchy manner 
throughout the upper corium. The periodic 
E : acid-Schiff reaction revealed that this ma- 
BE. terial stained equivocally for ux qm 
E . charides. 

E = Polychrome methylene blue stain failed 
[SN to delineate this material; however, tolui- 










Po Testment of an unstained section Mh 
E  hyaluronidase, prior to subsequent staining 
m with toluidine blue, revealed that on the 
E section. the chromotrope was eradi- 
| cated by the hyaluronidase treatment. No 
. évidence of amyloid was found on staining 
P with methyl violet or Congo red. 


LO E Comment 


— Zakon and associates? recently reviewed 
the clinical and histologic findings in lichen 
, miyxedematosus, In addition to thë groups 
of cases reported by Dalton and Seidell? 
E. and by Montgomery and Underwood,’ the 
ge review by Zakon and associates refers to 
Lo more recent cases reported in the American 
- and European literature. In addition to 
d P their compilation, other case reports can 
= be found in the American and European 
—-. literature.*# 
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ex 


mee In these ported cases, no patient was 
a - described in whom the cutaneous reaction 
a - was localized to the anterior and posterior 
i ie "aspects of the thorax as occurred in our 
"^. three cases reported herein. Histologically, 
E the tissue sections represent a lichen myx- 
B. .edematosus and conform to staining re- 
EC: actions observed in cases previously 
A 2 reported. The individual lesions in these 
^d three new cases were not those of lichenoid 
E. papules but represented rather erythem- 
EB . atous urticarial papules which fused in some 
‘areas to form plaques. Because of the 
'.- difference in morphology of the lesions and 
E. ‘their distribution, one wondefs whether 
E) «these cases might represent a variant of 
- the disease previously reported as lichen 
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Caro, in discussing Buchholz’s * Sekta 
emphasized the peculiar quality of that pa- 
tient’s lesions, which were firm and ring- 
like with elevated margins and central 
depression, scarring, and sealing. It was his 
impression that because of the distinctive 
cutaneous pattern, this form of lichen myx- 
edematosus might represent a distinct sub- 
division. In a similar manner it is our 1m- 
pression that our three patients, although 
their lesions conformed histologically to 
those in lichen myxedematosus, may repre- 
sent a separate subgroup within the larger 
category of lichen myxedematosus (papular 
mucinosis) because of their different mor- 
phologic form and distribution. 


The usual histologic picture seen in cases 


of lichen myxedematosus is considered 
characteristic.! The discrete, small papules 
seen clinically are appreciated histologically 
as occurring in the upper cutis where the 
mucinous material can be seen beneath the 
epidermis, pushing aside the collagen bun- 
dles and exerting a pressure effect upon the 


epidermis that results in obliteration of the - 


rete ridges and flattening of the epidermis. 
The fine fibrils of the loose areolar network 
envelop the mucinous deposits and appear 
attached, instances, 
shaped cells that are seen within this area. 
Early lesions of lichen myxedematosus usu- 
ally show a perivascular and perifollicular 
infiltrate, chiefly lymphocytic in character. 


in some 


Although staining of the mucinous mate- 
rial with hematoxylin and eosin commonly 
produces a blue color, this is not invariably 
the rule. Mucicarmine staihing shows that 
the fibrils stain positively for mucin. Gran- 
ular material, deposited within the stellate 
cells and extracellularly, becomes pink with 
mucicarmine staining, but these findings 
usually do not extend deeply into the cori- 
um. The fibrils have been noted to stain 


metachromatically with polychrome methyl- 
ene blue. In addition to the discrete local- — — 
ization of mucin in the papules beneath . 


the epidermis, similar deposits of mucin can 
be seen distributed throughout the corium 
more or less diffusely, and in thee latter 
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di location the reaction of the mucin is similar 
23r to that of the mucin in the discrete lesion. 
uU Late lesion$ in lichen myxedema:osus may 
ee Shape some evidence of fibrosis. 


he urticarial qualities of the lesions in 
ile  presterna and intrascapular area sug- 

| - gested an acute process. An acute urticarial 
. reaction to perhaps a drug or food or an 
.  wrticariallike contact reaction was given 
-© first consideration in differential diagnosis. 

. The plaques were so distinctive and bizarre 
that they defied classification, although pass- 
ing thought was given to the possibility of 
their being plaques of sarcoid lympho- 
.4 cytoma cutis, or eosinophilic granuloma of 
— skin (benign). 





Es - Therapy for cutaneous mucinosis based 
E =~ On present lack of understanding of its 
E - . etiology is recognized as completely unsatis- 
— . factory. The failure to associate the skin 
E findings in these three patients with under- 


| . lying systemic disease affords li-tle means 
of approaching therapy directly. Clinically, 


E there was no evidence of thyroid or hepatic 
LAE disease, and the laboratory tests Cone failed 
og Ite suggest that such was present. Thus, 
. . thyroid disease, long considered an integral 
b =~ part of myxedematous states and hepatic 


or disease, suggested by Tappeiner® as etio- 


E. logically related in lichen myxedematosus, 
could not be substantiated in these patients. 
E. Fy Because of a history of aggravation of 
i = -— the skin by exposure to the sun. a course 
x — of antimalarials was advised in oae patient. 
E: = Subsequent follow-up indicated that such 
x» therapy was without value. The fact that 
^. the skin lesion apparently resolved for six 


months is difficult to explain on the phar- 
macologic basis of the antimalarials alone. 
Our personal evaluation of the improvement 
- was not possible, however, so that verifica- 
L^. “tion of the therapeutic efficacy of the drug 
_ remains to be substantiated. 
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pvc Summary 

Won NET. 

Ex alae ‘ 

ee . Three patients are reported who have 

da had persistent erythematous plaques on the 

a : anterior and posterior aspects of -he thorax 

B- that Tanoe Gk ie. criteria for the 

Ec s Berry et al. he : 
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diagnosis of lichen myxedematosus, ^ 3 
plaques, composed of closely set, eryth | 
atoms, somewhat urticarial papules, have E 
persisted essentially unchanged for periods 
up to eight years after obtaining theic 3 
present size soon after onset, have been. 2 
asymptomatic except for some pruritus, an d 
have been unassociated with systemic c n" 
ease. These three patients seem to. form n 
another subgroup among those forms c 
cutaneous mucinosis classified — as’ fiai 
myxedematosus (papular mucinosis\s jit 1C ds 
ever, it is probably best to continue to c as ssi- 

fy them under this term, which is in gene 
usage at this time and adequately separates 
these lesions from those of- sevi 
myxedema and localized pretibial | ? 
dema. 
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Eo ommon but challenging lesion. Because of 
: S infrequency, the possibility that an ecze- 


poi b be e agreement on the significance 
E" of identical skin changes elsewhere. In this 
- report a case of extramammary Paget's 
1 E... of the perineum is presented. 


Report of a Case 


— A 75-year-old, white, retired nurse and widow 
x — entered the Veterans Administration Hospital, San 
— Francisco, on July 24, 1957. The chief complaint 
was progressive perianal itching of three years' 
Ee. During this time she noted occasional 


There were no further gastrointestinal 
-. complaints. 

_. Past history was unremarkable except for hyper- 
EE eso of six years’ duration. 

— Physical examination revealed an alert, coopera- 
=. tive patient in a good state of development and 
rition, considering her age. Temperature and 
- pulses were normal. Blood pressure was 180/95. 
Examination showed head and neck, thorax, and 
E idoinen were normal. No abdominal masses or 
^. organs were palpated. Pelvic examination was un- 
remarkable. Digital examination of the rectum 
revealed no changes, and subsequent sigmoidoscopy 
E was negative except for visualization of diverticula 
~ Openings in the rectosigmoid colon. The peri- 
— anal skin, however, was indurated and reddened. 
» This zone extended radially from the anus in an 
gender fashion in a diameter of about 10 cm. 
The anterior border extended to the lower labial 
E - folds. Within this area one could palpate sub- 
- - cutaneous nodules ranging from about 0.5 to 0.7 
na — cm. in diameter (Fig. 1). 

Laboratory data were within normal limits. 
"Initial studies included complete blood count, heme- 


3 Submitted for publication April 5, 1960. 
- From the Departments of Pathology and Sur- 
^  gery, Veterans Administration Hospital. 
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Fi ig. ee ESANERA by medical artist of the 
lesion as seen clinically. Numbers refer to biopsy 
sites (see text). 


globin, prothrombin time, urinalysis, serologic tests 
for syphilis, blood urea nitrogen, creatinine, serum 
proteins, sulfobromophthalein (Bromsulphalein) 
excretion, and electrolytes. 

A chest film was negative. Barium enema and 
air contrast studies of the lower bowel were nega- 
tive except for demonstration of multiple divertic- 
ula. Intravenous pyelograms and barium contrast 
studies of the upper gastrointestinal tract were 
likewise unremarkable. 


Biopsies of the perineum revealed carcinoma 
(see Fig. 1 and Anatomic Findings). The patient 
was taken to surgery with the plan to explore the 
abdomen. If the abdomen had been free of tu- 
mor, direct attack on the perineal tumor (abdom- 
inal perineal resection) would have been justified. 
Hopes were dashed for definitive surgical therapy 
when the liver showed multiple metast&tic tumors 
ranging from 1 to 4 cm. in size. 

The postoperative course was uneventful; symp- 
toms subsided. Radiation therapy was withleeld at 


- 


PAGET'S DISEASE OF PERINEAx SKIN 


this time, and the patient was discharged Sept. 14, 
1957. 

The patient, did well at home except for mild 
perianal itching until five days before her final 
admission on Jan. 16, 1958. Now she presented 
the picture of an extremely ill woman, ecmplain- 
ing of right upper Quadrant pain, naus2a, vomit- 
ing, and weakness. Examination showed z tender 
liver felt down to the iliac crest. Ths perianal 
lesion had remained indurated, but a superficial 
ulcer was now noted to the right of the anal 
opening. The alkaline phosphatase was 6.05 Bessey- 
Lowry Units (normal: 0.8-2.3), but other hepatic 
tests remained within normal limits. Jaundice ap- 
peared just prior to death, which occurred March 
12, 1958. 

From Feb. 20 through Feb. 27 a total of 1,080 r 
(tumor dose) was delivered to the perineal lesion for 
palliative purposes. This was not kept up because 
of local hemorrhage from the ulcer and general 
deterioration of the patient. 

Anatomic Findings.—Consideration will be given 
first to surgical biopsy material and then to the 
postmortem findings. 

1. Anal Canal Biopsy (67-S-1735) : This showed 
orderly overlying mucosa and perianal skm, but 


Fig. 2.— Biopsy from anus 
showing highly malignant mu- 
cinous carcinoma in the deep 
tissues. (Hematox lin and eosin 
stain; X 160.) 


Yoell—Price 


in the deeper tissues there was infiltration with 
nests of pleomorphic cells arranged as nests, cords, 
and individuals. Mucus was so abundant that 
strona and tumor cells were distinguished with 
difficulty (Fig. 2). A section taken through the 
skin a few centimeters away from the anus (57- 
5-1735) showed a similar myxomatous neoplasm in 
collisfon with the overlying epidermis (Fig. 3). 
The asal layer had become obliterated in this 
section, and tumor invaded the stratum granulosum. 

2. Marginal Biopsies (58-S-1830) : Reference to 
Figur» 1 shows the location of the cells. Sig- 
nificamt changes were found in Areas 1, 2, 4, and 
5. These are typically demonstrated in Figure 4. 
One sees characteristic cells with pyknotic nuclei 
lying in clear or mucinous cytoplasm. These cells 
intermingle freely with the epidermal squames in 
all layers. No intercellular bridges are seen. There 
is sligat parakeratosis. The corium reveals neither 
inflammation nor neoplasm at this point. The 
bizarre cells in the epidermis can be termed Paget 
cells which, although not described by Paget, are 
held characteristic of the histologic picture which he 
described clinically in the nipple. 

4. Autopsy Findings: The perineal lesion was 
resected en bloc. This was formed almost entirely 
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Fig. 3.—Biopsy of skin near 
the anus showing collision of 
the neoplasm with epidermis. 
(Hematoxylin and eosin stain; 
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Fig. 4.—Magginal biopsy near 
vulva showing Paget cells and 
absence of  subadjacent neo- 
plasm. (Hematoxylin and eosin 


stain; X 130.) 
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PAGET'S DISEASE OF PERINEAR SKIN 





of a slimy tumor which riddled t1* normal fat. 
muscle, and connective tissue subacent to the 
perianal skin. There was contiguas involvement 
of the lymph nodes in the pelvis, which in one 
point formed a more solid mass pushing against 
the rectosigmoid. The tumor did not actually in- 
vade the large intestine at any point, for the 
mucosa was intact throughout. Ott=r than diver- 
ticula the lumen of the colon was free of disease. 
There was no obvious change at the anorectal 
junction until the nodularity of the anal skin 
was encountered. "The liver weizned 3,390 gm. 
and was loaded with mucoid nod-wes cf variable 
sizes up to 5 cm. in diameter. Histologically, all 
tumor sites showed myxoid necplastic patterns 
identical with those shown in F gures 2 and 3, 
except that in the liver several a-eas were found 
in which the tumor cells assumed pamitive glandu- 
lar formations (Fig. 5). 

Metastases were also found œ both adrenal 
glands and the lumbar marrow. ; 

Incidental findings included a selitary adenom- 
atous polyp ofethe ascending colon, = small papillary 
adenoma of one renal cortex, 2 subserous lejo- 
myoma of the uterus, a calcifie lipoma of the 
mesentery, diverticula of the colo emphysema of 


Y oell—Price . 






Fig. 5.—Section of liver metas- d 
tasis taken at autopsy showing ^ — 
primitive glandular formations. 
(Hematoxylin and eosin stain; . 


X 160.) ; 


tie mings, melanosis coli, and generalized icterus. | 
“he latter was attributed to massive metastases in 
the iepatic parenchyma. 

H .stochemical Studies.—Selected blocs of tumor 
rom the deep perineum, margins of the perineum, 
and liver were stained by Mayer's mucicarmine 
nethod. In every section both mucinous carcinoma 
‘ells and so-called Paget cells gave a strong red 
zolar. This was interpreted as signifying the 
presence of a similar mucinous substance. 
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Paget 1 himself anticipated that the dis- 


orcer he described clinically for the breast = 
might appear elsewhere. Indeed subsequent — k 
reports have placed a virtually identical — E 
gyess and microscopic lesion in other parts ^4 
of the integument, especially in areas rich z 
in apocrine sweat glands. The most unusual or. 
sits are aréund the anus, *!4!5 the geni- 3 
taha of both sexes,* and the axilla? In the P. 
last grand review of this subject ( Weiner," ^ 
1937), 57 cases were found acceptable for * 
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= included complete autopsy. éste 
SE affirmative literature, however, not all 


E n ary Paget s disease as a true entity. Thus 
EA Villis dismisses such lesions as atypical 
— squamous-cell carcinomas, while Allen 
| P. Eu most of them as examples of amela- 
T - motic melanoma undergoing myxoid degen- 
i eration. 
: Tt is true that the lesion we prefer to call 

; P ranma Paget’ s disease may, under 

. the microscope, mimic several allied dis- 
E: orders. This problem in differential diag- 
E. “nosis most commonly arises in relation to 
E. Bowen’ s disease (epidermal carcinoma in 
E situ), amelanotic melanoma, and so-called 
i - "cloacogenic carcinoma.” 6 Help can be 
- obtained if the suspect lesion is matched 


ee 























© The essential tatile is the presence 5f 
| . large cells with pale cytoplasm devoid of in- 
Am tercellular bridges living in apparent symbio- 
ig - sis with adjacent epidermal squames (Fig. 
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- disease of the nipple but present elsewhere. 
in the perianal type is mucin.’ Fisher and 
E = Beyer? have recently attempted histochemi- 
~ eal differentiation. They report identical 
* staining patterns for both manipary and 
_ extramammary Paget’ s disease, but “cloaco- 
x a genic carcinoma” differs in showing meta- 
| : Ben with the thionine-ribonuclease 
- stain. "Unfortunately such sophisticated dis- 
E. - tinctions involve a subjective element which, 
at present, is unsuited for routine studies. 
- Further work along such paths, however, 
E — may lead to important contributions. 
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| E In regard to melanoma, a sound differ- 
D. . ential diagnosis may not be possible short 
= = ‘of necropsy. The demonstration of ade- 
eim formations in any part of the 


out. This was demonstrated in the liver 
3 T metastases in our case (Fig. 5). 
E "The controversy concerning the origin, of 
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JA . Paget cells continues despite exhaustive 
; p anatomic studies in the past! Cogent to 
= cases in which the perianal skin is involved 
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* is iive E theory that. during eee: 


z A) A peculiar feature not found in Paget's | 


E - associated tumor, however, rules melanoma. 





normal “cloacogenic” endoderm wanders | 3 
into the perianal skin in additiofi to forming - 
anal glands. In the skin they remain non- 
secretory and quiescent unless a neoplastic - | 
stimulus acts on the anal glands. In such —— 
a case they manifest their mucin-secreting — 
capacity and show as Paget cells. PS. 
No matter what problems in pathogenesis — 
still await solution, cancer and Paget cells 5 
bear an intimate relationship, no matter — 
where found. In our patient the discovery — 2 
of marginal Paget cells associated with, but — 
morphologically separated from, a malignant - us 3 
neoplasm is the same situation that has long — 
been known to occur in the breast. If ex- 
tramammary Paget's disease does exist, then ie "T 
our case represents the genuine article. —— 
Clinical implications are obvious. As with — 
the nipple, persistent eczematoid lesions in = 
areas like the perianal "skin and axilla should . 
be biopsied. If the criteria for Paget’s dis- 2 m 
ease are met, serious consideration should |. 
be given to extirpation of the regional tissue Ze 
even if a primary tumor is not located prior 
to this procedure. Whether the tumor comes - | 
from apocrine glands, anal crypt glands, or ~ 
is a bizarre mucinous cancer 1817 js some- 
what academic. The possibilities for ma~ 
lignancy are too great to permit passive 
measures, hence we advocate treatment in 
the tradition of accepted cancer practice. We. E^ | 
add this example of extramammary Paget" $5 
disease to the growing body of opinion that | des 
Paget cells carry the same prognostic sig- — 
nificance in extramammary locations that Beis? 
they do in the classic lesion of the breast. SS 


Summary and Conclusions Cd SEN 
hat 5G T. y 
A fatal case of extramammary Paget’s Te. 
disease of the perianal skin is presented, . S 
Autopsy demonstrated this lesion to be in? 
timately associated with a highly malignant de 
mucin-producing adenocarcinoma. Major 
theories relating to the differential diagnosis | aC 
and pathogenesis of such lesions are briefly - : a 
discussed. Although rare, recogrfition of this — — 
disease is all-important from the standpoint 
of therapy. It i is felt that the puis ums P 





uj ports cae las tape belief 
this disease is analogous to baci 
d e of the = tipple, 
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f Cytologic Studies in Skin Cancer 


JAS. A. PHILPOTT, Jr., M.D., Denver 


For several years prior to 1943, Dr. 


— Papanicolaou and his staff had been investi- 


EC gating a smear cytologic technique for the 


2. investigation of cancerous lesions of the 


- . vagina, 


cervix, and uterus. They found 


E early that, because of the amount of blood 
1. and mucus in most smears from the vagina, 
© the usual stains were inadequate as the 
5 i . technique stained all the material, so that 
*— finding the abnormal cells was difficult. They 


- devised a stain which picked out the nuclei 


of aberrant cells and left most of the back- 
ground unstained. All this material was 


published in a beautifully illustrated mono- 


Y -. graph entitled Diagnosis of Uterine Cancer 
af = by the Vagina Smear.! Since that time, this 
È D. technique has been very widely used, and 
A there is a tremendous amount of literature 


= on its application. 


Some time later, this 


EC technique was used in the investigation of 
» pleural effusions, urine, gastric washings, 
T smears from mouth and throat, bronchi, etc. 
B Hitch? was the first to investigate this 
^ E modality as it applied to dermatology. 





- American Dermatological Association, Inc., 


Sandler et al? reported on 101 cases in 
which the cytologic technique was com- 


^ pared with biopsy of the head and neck in 
which there was a 92% agreement between 
the 2 methods. Quero and Maso? reported 
— on the use of this procedure in investigating 


Paget's disease of the nipple. They reported 


on the use of this method in 6 cases of 
eczema of the nipple of which 4 showed 


Submitted for publication June 24, 1960. 

Read before the 80th Annual Meeting of the 
Boca 
Raton, Fla, April 8-12, 1960. 

From the private practice of Drs. A. R. Wood- 
burne, O. S. Philpott, and Jas. A. Philpott, Jr., 


— ^ and from the Department of Dermatology, School 
"of Medicine, University of Colorado (O. S. Phil- 


pott, Professor). 
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malignant cells. The biopsy specimen sup- 
ported the smear diagnosis in all 6 cases. 


Hopp has demonstrated, by cytologic 
smear technique, no positive finding in leuko- 
plakia, but almost complete agreement be- 
tween carcinoma on smear and biopsy in the 
mouth, pharynx, and larynx. He has also 
shown that this method may be used to fol- 
low healing in carcinoma following radia- 
tion therapy, showing that no anaplastic cells 
could be demonstrated after 4 weeks of x-ray 
therapy. 

One early report in*cytologic investigation 
in skin lesions was reported by Moore." He 
showed that in nonlipid histiocytosis (Let- 
terer-Siwe disease), if the surface of a 
lesion was cleaned and then scraped with a 
scalpel until oozing was elicited, a smear 


showing the typical large mononuclear cells 


could be demonstrated by a smear technique. 
Hitch? found many fewer instances of 
agreement between  basal-cell cancer on 
biopsy and smear than we did. In his study, 
nevi were misdiagnosed basal-cell carcino- 


-mata in 3 out of 8 instances. We did not 
have this trouble with false positives in. 


our series. A review of the transactions 
of the First International Cancer Cytology 
Conference at the Drake Hotel in Chicago, 
October 8-11, 1956, reported 30 papers 
and 6 panel discussions. Almost all systems 
of the body were covered at the conference, 
but there was no report on cytologic studies 
in skin cancer. . 


Method 


Under Novocaine, punch or scalpel biopsy 
specimens were obtained. These specimens 
were then cut perpendicularly to the skin 
surface and the freshly cut surface smeared 
on clean slides. These were immediately 
immersed in equal parts ether and 95% 
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EU CLASS 1 Absence of atypical or abnormal cells. Mee M 


" CLASS I] Atypictl cells present, but without abnormal NEGATIVE | Ee 
fecturés, or malignant features. M. ME v 
Fig. 1l.—Classification — —- 
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CLASS III Cells with abnormal features. suggestive of report on smears as — 
rs. | G} ot. conclusive for’ malignancy. applied to the diagnosis of 
ES Cells and cell clusters fairly conclusive : EX 
+ CLASS IV for Sindy. Y malignant neoplasms. A 


m | Cells and cell clusters conclusive fcr 
; ME Y *"LMenquey. i | positive 
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alcohol for half an hour. They were then 
- submitted to a trained cytologic technician 
- for evaluation. The tissue was then fixed in 
- formalin and submitted to standard micro- 
7 E. - scopic study. 
4 The diagnostic characteristics of cancer 
p E cells as seen in smears are: moderate size, 
p ended contours, large nucleocytoplasmic 
ratio, hyperchromatism, deeply staining 
E icleoli multiple nucleoli in many cells, and 
abnormal clumping of chromatin and chro- 
matin bits. The cells have ill-defined borders. 
. Clumps of cells are characteristic, but a 
Ph = single cell showing these characteristics 
D - would not be diagnostic. 
The report from the cytologist appeared 
on the following form which illustrates their 
method of grading. 


E Figure 2 shows our results in 63 speci- 
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Results 


The study has continued sifjce these fig- 
ures were compiled, but the results shown 
above have been in no way altered. Basal- 
cell carcinoma can be demonstrated by this 
method in most every instance. False posi- 
tive reactions were not seen in benign 
lesions as a rule. The one senile keratosis 
which was reported as positive was further 
sectioned and no carcinoma found, but, as 
Lever has stated, “Senile keratoses may be 
considered as a Grade 14 squamous-cell 
carcinoma, so there are undoubtedly ana- 
plastic cells in these lesions which, when 
smeared, might in some instances closely 
resemble the cells of squamous-cell carci- 
noma. We were very hopeful that our study 
of the malignant melanoma could give us 
positive evidence but, as you see, the cyto- 
logic study was negative. 


Fig. 4—Smear from lesion 
shown in Figure 3, stained with 
Papanicolaou stain, and illustrat- 
ing a positive, smear. 
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Couititot ouz area, basal-cell carcinomas are seen | 
- When we thought of this study, we had 2 about 3:1 for squamous-cell carcinoma, s v 
d uar circumstances in mind in which this increases the scope of usefulness. E 
=~ we thought a technique of this kind would Most of the pathologic material was studied y 
- be helpful. The first one is the erosive Dr. A. W. Freshman and Dr. Stanley K. Kurland. 
-. dyskeratosis of former years in which, af- The cytologic “smears were studied by Mrs 


Edith Lee, and much of the processing of : 
ter anesthesia, one curettes a senile keratosis _ material was handled by Mrs. Mary May. 


K 22 d 2 
to find a soft pocket. at the base. We know aa 3 1 Professional Arts Bldg, Denver (18). — Y 
that such a pocket under a keratosis ds abc "ESSET p 
most always malignant; however, a few may | ss = ee REFERENCES m a 
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be produced by infection. We- hoped the. * . l Papanicolaou, G. N., and Traut, H. Br - 
cytologic study of this material would yield Diagnosis of Uterine Cancer by the Vaginal 


us valuable information. The second place , Smar, New York Commonwealth Fund, Oxo. 
M edd Press, 1943. d 


we hoped for help. was in the finding ok. E Hitch, F M.: Wilson, T. B., and Scoggin, x 3 
— similar pockets while doing dermabrasion of - X akoa., of. Rapid Method of” Cytalóbt: Diag: x 
the senile skin. In both instances. the ana SX “nosis im Suspected Skin | Cancer, South, M.J. 44: 


tomic histologic structure has been. destroy red | l 407- 414 M: ay) 1951.0: ot : Ag i3 


Te E Y d Sandler, - H. C Ced i H. R., and Stai; * 
so that the. usual microscopic stages : not Mur : Exfoliative Ealar Applied to the Deter 


5 gal " / s 3 ADEST. T pe 
helpful. ` : ee tion iu T: reatment of Head and Neck Cancer, 
From our study, we feel that 4. cytologic Surgery 4 46 :479-485 (Sept.) 1959. Ep. 
smear study. of the above lesions c can be Bv 4. Sandler, H. jo and Stahl, S. S.: Exfoliative d 


definite help in assisting us in making up . Cytology « asa : Diagnostic Aid in the Detection of... 


our minds as to the necessity of further z Or E Él zr Oral vines lOc = 3 
treatment and the procedure of choice. ‘The a "5. Dutro, t and Maso, ee: C¥idlagy d Paget's 
final slide illustrates one of several instan nces. Disease of Nipple, J. Invest. Dermat. 31 307-313 - 


of one of the above circumstances in "which. (C (Dee). 1958. 


m K dis $e ^ E a 
a definite diagnosis of basal- -cell carcinoma — 65 lopp, E. S: Cytologic Diagnosis and Prog- 


: . nosis in Carcinoma of the Mouth, Pharynx and | E 
was made on a  curetted lesion, Pile early — Nasopharynx, A e ope 68 :1281-1287 ( Aug, $ 
smear slides shown are all; done with the — Pt 23 S DEO 


Papanicolaou stain, but the later - ones are o 3. Moe Fe, T. D.: A Simple Technique for the 
with hematoxylin and eosin, since we found | | Diagrosis of Non- Lipid Histiocytoses (Letterer- —. 


WEE 


that it made a sharper stain, and our speci- E -Siwe Diseas ase), Pediatrics 19 :438-445 (Mant ^ 
mens were not loaded with blood and mucous adt. d de J$ 2E 


Hr 


T : 
to cloud the picture. This was also found to ; da - BSTR: ACT OF DISCUSSION 
be true by ees and Maso" d ‘in 1 their wid. A n a Je Me ES 


od dcdit: exse Breieato was nios! en- x 


send in „dermabrasion, "ied : xat - joyable and provocative. All are familiar with the x 
blood is present, it 1s best. do use the f -impact cytodiagnosis has made in cancer detection. 


Papanicolaou stain. The many red and white | Exfoliative. cytology has proven to be a great ad-, 9 


‘eae : 


blood cells make the study in these. much. . vance in the detection of cancer located in com-. = 
us y o -paratively inaccessible anatomic sites. Why then — 
more difficult. rris ce" | 


iet S am has.  cy:odiagnosis. been used sparingly in the field 
| Conclusions. a js uu i y iK of. cutaneous cancer? The cellular criteria of E 
Pag, NE malignangy and. the reliability of exfoliative cytol- —— 
We believe that smear cytology studied «ogy are fairly well established. The advantages —. 
in the circumstances outlined above cgn give of the dod: rests in its simplicity. Its specificity — 
valuable help i in determing further treatment. - compares favorably with routine histologic tissue I 
'The diagnosis of the basal- cell carcinoma examinatione. Valuable information can be gained | 4 


AMI | z | rapidly by the trained observer. e. 

Sets be established i i most icr instante, Its dis sadvantages are that cutaneous tumors do -— 
Wwhile-a smaller percentage of squamous-cell not lend themselves readily to the study of ex- 
carcinpmata will uud positive results. In foliated cells. Their Surfaces are either crusted, 
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i: _ _ hyperkeratotic, intact, or tough. Therefore, a vari- 


e hi -have been employed. These include needle aspira- 
tion. (Hitch), curettage (Traenkle), absorbent 
E  sponges (Gladstone), impression smearing (Weiner 
-— and Wilson), and surgical biopsy (Urbach). The 
t a technique is not useful for the diagnosis of pre- 
1s xs Rdrsgrant lesions. Additional disadvantages lie in 
- the impossibility of defining the exact extent of the 
- lesion and the difficulty of specifically diagnosing 
- benign lesions. Dermatologic examination of cu- 
taneous cancer in reality is an accurate screening 
test. The combination of dermatologic examination 
— and biopsy of suspicious lesions results in a nearly 
3 perfect diagnostic score. It seems then that the 
I "practical application of cytodiagnosis for cutaneous 
cancer is limited. 
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E. _Exfoliative cytology has proven a very desir- 
iE f able diagnostic aid when malignancy is suspected 
E dn the oral lesions. This type of cytologv is useful 
um in the detection of certain carcinomas of the soft 
p which assume the appearance of a wide- 
phates inflammatory process. Another valuable 

. application of exfoliative cytology in the oral 
P cavity is in the postoperative follow-up of patients 
that have been treated for cancer and in the 
E follow-up of patients with extensive widespread 
Ecc  leukoplakia. The finding of aberrant cells in the 
E: muc smear impels the clinician to take repeated biopsies 
. to establish or verify the diagnosis. 


To summarize, cytodiagnosis in cutaneous cancer 
is a rapid, reliable screening technique and nothing 
| more. It-is not to be considered- a substitute for 
j 4 ES Wistologic study and should not be thought of as 
-. a replacement for the biopsy, but should be used as 

lan adjunct procedure. Its application to cancer of 
- the mouth should be recognized and persued. 

E I would like to ask Dr. Woodburne if he initi- 
-- ates treatment based only on cytologic diagnosis. 
i; Dr. NORMAN N. EPSTEIN, San Francisco: fee 
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XS as most of us conduct it by means of curettage 


and électrodesiccation, at times leaves us in doubt 
as to whether we have removed the entire lesion, 
especially when the lesion is at the tip of the nose 
or at the root of the nose and in other areas. We 

have made use of the chemosurgery, in those 
I. few instances where we were in doubt, to have 
- the base of the lesion checked cytologically. While 
_ in our experience the great majority of instances 
~ have been negative, occasionally a strand of cells 
will be found which has not been removed by 
the curet and electrodesiccation. 


Es Dr. Woodburne's technique would contribute a 
great deal if it were possible to use ibas described 
E . above, but it is my impression, and I wish "he 
" = would correct me if I am wrong, that his tech- 
OA nique has not reached such a degree oí accuracy 
ES _as to be relied upon under such circumstances. 
3. 
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E of methods for obtaining material for smears — 
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Dr. JAMES Pis PIN: San Antonio, dexast 
I was very much interested in ,this intriguing 
presentation given by Dr. Woodbumne. This quick 
method of confirming one's clinical impression of 
the lesion at hand as being malignant is certainly 
a helpful adjunct in the management of cutaneous 
malignancies. Such a quick diagnostic method is 
especially helpful in dealing with out-of-town pa- 
tients who have to travel long distances and cannot - 
return without great inconvenience and additional 
expense. 

We have emploved such a method for the past 
several vears, using Terry's rapid method of stain- 
ing fresh tissue, with a good degree of success. 

If the findings using the Terry's Improved Neu- 
tralized Polychrome Methylene Blue Aqueous 
Stain—1 to 200 dilution—powder obtainable from 
Allied Chemical and Dye Corporation, 40 Rector 
Street, New York 6, N.Y.) on the cell clusters 
are not conclusive beyond any doubt, a portion 
of the remaining tissue is examined at the time 
by the fresh-frozen method, using the Terry 
stain—1 to 100 dilution. When confronted with 
unusual or puzzling tumors, the specimen is put 
through the usual parafffh method. When perma- 
nent paraffin sections are not prepared, the extra 
bits of tissue are stored in empty procaine glass 
Carpules, storing 50 of these glass tubes in one 
empty procaine can which measures only 3 inches 
in diameter. Storage, therefore, is no great prob- 
lem. The tissue is given a number, recorded in a 
tissue book, dated, and can be easily traced down | 
for further examination at a later date if desired, 

I think that the efficacy of this method depends 
upon, first, the number of preparations one ex- 
amines, and second, the method of obtaining the 
specimen; that is, whether the lesion is an ulcera- 
tive one, securing tissue for examination by curette, 
or whether one has to remove the specimen by 
biopsy needle, punch, or stylet. The careful selec- 
tion of the right material for examination tre- 
mendously enhances the efficacy of this method. 
The experience of the examiner also plays an 
important part in the results obtained. 

Dr. Woodburne gave a conc&se presentation of 
a simple method which has practical merit, and I 
commend him on the beautiful preparations of the 
clusters of malignant cells. 

Dg. Rees B. Rees, San Francisco: The cyto- 
diagnostic technique as developed by Tzanck was 
anticipated by the Professor of Dermatology at 
Johns Hopkins in 1910. There was a little book 
compiled on the basis of his lectures by Dr. Miley 
Wessow, a urologist of San Francisco (Gilchrist, 
T. C.: Outline of Skin Diseases, Baltimore, Fleet- - 
McGinlev Co, 1910) and in that little book the 
scraping of vesicles of herpes zoster Was described, 
with the finding of multinucleated epithelial cells. 
This little book sold for $1.00 without sales tax, 
and I think that it was a bargain at thate time. 
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tho Bu have had no personal experience with 

|. this metl iod of diagnosis of skin caneers, there 
. hospital in Sydney. where this method is used 

S a s a routine, In the Tumor Clinic of St. Vincent's 
Ho , patients. who have lesions suspected of 

ei y hasal-cell  cdrcinomata are examined by 
this A pd., Treatment is guided by ip results 















with it. 





xu ar y personal experience with it, bat T thought 

E vhs Woodburne might be interested to know that it 
is being used. 
Dr. Ropert WW. Gore: Mineapolis; Dax. Wood- 
‘ burne. is to be thanked for his presentation on 
x this. subject. Cytologic studies, such as he has 
2 E CS rried out, are of great interest, if mot for im- 
| deo liate use, for future development. I wish to 
point out that there are other cytologic techniques 
D AUN lable besides the one Dr. Woodburne has 
MEN = fee aa ! 

Ee D Dr. Ton Raskin, who- comes from Baltimore, 
PR E (ds now working at the University of Minnesota, 
(ds applying the acridine orange technique with 
_ fluorescence micros opy éo à similar group of cu- 
t — taneous tumors, She has. observed positive results in 
pr - squamous-cell carcinoma and an entirely different 
de mE .. result in basal-cell carcinoma, She does run into 
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t5 bo difficulty, however, 3 in distinguishing betwesa true 
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a form of carcinoma i in. situ, compar phas. O ca 
noma in situ of the cervix uteri 


I would. like to ask. Dr. Wontar 
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SCRI : 
Dr. A. R. Woomstiicl: Cini. 
the question of whether we would i insti 
on the basis of a smear technique, we eal 
it is definitely accurate enough to warrant £ 
ahead. In the literature, the results. dave. 
around 92% accurate, and this is. just as à iccurate, 
as the gynecologists have in- their smear te ech nig ie, 
f. eut nat E. 
Tiere was one point that I negle ted. t to m 
that is, in curetting these pockets | iat xs 1 
on dermabrasion, we find that with the I hemat: 
and eosin stain, the preparation. is apt to 
little too heavy. We have more recer HE 
back to using the Papanicolaou stain, -whei you 
havea very bloody currettage from a xe si 2 ; 
lesioa. l 
As far as the difficulty in the EET lesic 
is coacerned, I mentioned i in my paper that we | i 
a senile DAPENA in which the technician. fy 
that it was a Grade 3. malignant or a Grad 
doubtful, according to their Hes Mo ae E 
gestive of a malignant lesion. - | ; 
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E Treatment of Ichthyosis Vulgaris B. 
E eut 
: pe 
EPSTEIN, M.D., Philadelphia | p YE 
x | t 
Introduction find only 5 case descriptions. In none of — 
The treatment Ke ichthyosis vulgaris has E were we sodium chloride ped 2 
lways been a vexing problem. Many topi- `" d to adequate comparison with a — d ecd 

] AUS BE: It Sur i 
al preparations have been-used, and among Control otritment, 7 E 
E- lie more interesting was Ljungstróm's em- It was decided to compare the effect of a -o 
en of sodium  chloride-containing salt-containing ointment with the ointment B3 
E aths and ointments.t Certain observations base as a control in a series of 4 patients — jn 
su zgested this line of treatment to Ljung- with ichthyosis vulgaris. The consistent - EC 
Uc r Nas 
E anon Upon examining a case of untreated symmetry of ichthyosis vulgaris lends itself - E 
























E. “ichthyosis vulgaris, he was impressed by 
| the typical sparing of flexural surfaces, 
ie. especially the popliteal, antecubital, axillary, 
o. and inguinal areas. He noted that the pa- 

-tient sweated significantly only in these rela- 
: D tively normal locations, and assumed a 
3 beneficial effect of sweat, particularly of the 
E p in the sweat. Acting on these assump- 
et ions, Ljungström treated one patient with 
i à ily baths containing 3% sodium chloride 
E ja id with inunctions of sodium chloride-con- 
taining ointments. There was dramatic im- 
E li ovemént; documented by photographs, 
A - and the author stated the improvement was 


maintained by applying an ointment contain- 


| E 


m 10% sodium chloride once a day. 
d There are several references in the der- 


E  matologic literature testifying to the bene- 
A . ficial effect of salt-containing ointments in 
E, E ichthyosis vulgaris.?9 Since plain, unmedi- 
+ cated baths and ointments produce consider- 
P a able improvement in this disorder,** only 
— a controlled study can determine whether 

a an any substance actually has a specific effect 


E i oe While there have been nu- 





A Ka Anis of Pndsyfvauls School of Medicine, Phila- 
| E diesel 


to evaluating agents by the method of simul- - 
taneous-paired comparison, and this was the = 
approach used. Only salt ointments were k 
evaluated. Ai ae | 

j 


Materials and Methods I 


Two types of salt-containing ointments =~ 
were used. One was a water-in-oil type — — $ 
(ointment A), the other an oil-in-water: S 
emulsion (ointment B). In each case, the - sud à 
ointments were prepared so as to appear — 
identical to the control ointments. | a M. 

Ointment A, the water-in-oil "grease" 
was prepared by heating 60 ml. of hydro- - 
philic petroleum (aquaphor) with 40 ml. of 
25% w/v sodium chloride solution until the 
aquaphor had melted. The mixture was LAE 
then allowed to cool while being vigorously —— 
stirred with a mechanical güxer. The con- 
trol ointment was prepared in the same - 
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manner, except that water was used instead. Hd ae 
of the salt solution, Nn mdse on an 

Ointment B, the salt-contai Ir am, 
was made by mixing 10 gr We: : 
ground sodium chloride in- sufficie 
philic ointment base to make as 
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of 100 ml. The control | ointment ‘base ae | 25 Es 
USP XV hydrophilic ointment made softer | Ki ek 
by the addition of 15% water. * — ome 

Except fore the one adult who. was studied i E 


while in the hospital, all treatments. were. reb 
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SODIUM CHLORIDE OINTMENTS—ICHTHY OSIS VULGARIS 


carried out by the mothers of the patients. 
The mothers, while informed of the general 
nature of the trials, were not told which 
was the ingredient being tested o- which 
was the control preparation. Ir all cases, 
the ointments were to be applied to the 
appropriate half of the body 3 times a day. 
The last inunction was to follow 15 min. of 
bathing in warm water at bedtime Soap 
was permitted as needed for cleanliness, No 
other local or systemic measures were pre- 
scribed. 


Cases and Results 


All 4 patients had a typical clinical picture 
of ichthyosis vulgaris, the diagnosis having 
been verified in each case by one or more 
dermatologic consultants. 
changes affected the skin of the trunk and 
all 4 extremities in every patient. The ex- 


Gross ichihyotic 


tensor surfaces were more involved than 
the flexors; in all cases, the antecubital, 


popliteal, axillary, and inguinal regions were 
reKttively normal. A history of improve- 
ment in summer and exacerbation in winter 
was obtained in each case. As far as could 
be determined, all patients were normal at 
bir-h. Abnormal scaling was first observed 
at an age varying from about 6 months of 
age to a little over one year of age. Except 
for mild atopic eczema in Case 4, ichthyosis 
was the only skin abnormality noted. 

Case 1—The patient was a 4-year-old Negro 
girl with mild ichthyosis, whose family history 
was unknown to her devoted and intelligent foster 
mother, Treatment was started on Jan. 28, 1960, 
with ointment A to the right half of the entire 
body and the control to the left half. In 3 weeks, 
there was striking, but completely symmetrical, 
improvement. Figure 1 illustrates the changes in 
the skin of the legs. 

Case 2.—The patient, a 57-year-old white man, 
presented a moderately severe ichthyosis and 
show2d mild scaling of his face, as well as some 
hyperkeratosis of palms and soles. According to 
him, one of his 6 siblings also had ichthyosis, 


Fig. l.—Case 1 before and after 3 weeks of treatment. The right leg had been treated with 
ointment B, the left leg receiving the control ointment: 
treatment. 
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Epstein 


(4) Before treatment. (B) After 
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He was studied while hospitalized for bronchitis, 
emphysema, and cholecystitis. On Jan. 21, 1960, 
treatment was started with ointment A to the 
right arm, the control ointment to the left arm. 
The legs were left untreated. Improvement was 
apparent in a few days, but was perfectly sym- 
metrical. Striking improvement was evident in 2 
weeks. However, neither he, the nurses who ap- 
plied the ointments, nor I could detect any degree 
of difference between the right and left arm. The 
effectiveness of the control ointment is shown in 
In sharp contrast to this improvement, 


On Feb. 15, 


1960, treatment to the legs was begun with oint- 


Figure 2. 
the untreated legs did not change. 


ment B to the right leg, the control to the left leg. 
Ten days of this therapy produced considerable, 
but completely symmetrical, improvement. 

Case 3—A 24-year-old white girl had mild to 
moderate ichthyosis, as well as mild atopic eczema 
of the hands, cheeks, and neck. The mother had 
rather dry skin, but otherwise, her parents and 2 


March 24, 1960, she 


was started on treatments with ointment B to the 


siblings were normal. On 


left half of her body, the control to the right half. 


ARCHIVES OF DERMATOLOGY 
~ 
Improvement in the ichthyosis was noted in 1 week 
and was pronounced in 3 weeks. There was no 
difference between the left and right sides. The 
atopic eczema remained about the same during 
this time. 

Case 4—The patient was q 34-year-old mildly 
ichthyotic Negro boy, whose fathereand sister each 
had localized areas of papular hyperkeratosis on 
the trunk. Treatment was started on March 31, 
1960, with ointment A to the left half of the body, 
the control ointment to the right side. There 
was gradual and only moderate improvement of the 
ichthyosis. Again, the improvement was symmetri- 


cal. 


Comment 


The foregoing protocols indicate that the 
incorporation of sodium chloride does not 
improve the efficacy of an ointment in the 
treatment of ichthyosis vulgaris. Both plain 
and salt-containing ojntments had a bene- 
ficial striking, in all 4 


effect. sometimes 


_ Fig. 2.— Tattoo "unveiled" on the left arm of Case 2 by 2 weeks treatment with control 
ointment. This photograph illustrates the striking improvement in ichthyosis at times possible 
(B) After treatment. 
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with unmedicated ointments : 
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(4) Before treatment. 
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r | with salt ointments may be attrib: 
| tated to the considerable nonspecific effects 
M ^ "x cet ‘ointment bates: 
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; Conclusion 


E pe Weires of Pennsylvania School of Medicine, 
MU (4). 
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of Tropical Dermatology 
4 S - The Inaugural Meeting of the Interna- 
tional Society of Tropical Dermatology was 
held on May 10, 1960, at the Caspary Hall 
i _ of the Rockefeller Institute in New York. 
5 $ | Over 230 persons attended, including sev- 
| i. eral Federal and State representatives, mem- 
p of the diplomatic corps, and numerous 
P 1 members of foreign countries. 


Me 
B 
E. 

4 

e 


E. . After a brief opening, Dr. Rene Dubos 
komed the assembly on behalf of Dr. 
| . Detlew Bronk, President of the Institute, 
emphasizing the importance of the new or- 
ganization and expressing his gratification 
~ that the seat of the Inaugural Meeting was 
E _ the Rockefeller Institute, more especially, 
‘sf since Professor Aldo Castellani began his 
EL "career in the field of tropical medicine at 
- the same time that the Rockefeller Institute 
L. was founded. 
2 a — “Elephantiasis Tropica and Elephantiasis 
Nostra” was the topic of Professor Castel- 
— lani's Presidential Address. Many decades 
of experience, both in the tropics and tem- 
E perate zones (England, Italy, Scotland, and 
B. -. Switzerland) were presented. Emphasis 
x was placed upon the similarity of the clinical 
ee omatology of elephantiasis tropica and 
. elephantiasis nostra. While filariae may act 
as a primary irritating and traumatic agent 
o - in tropical elephantiasis, the real cause of 
E b propantass is a bacterial infection, similar 
to what has been recognized to be the cause 
P of elephantiasis in nontropical countries. The 
E . repeated isolation of a minute coccus, called 
— Micrococcus metamyceticus, on special cùl- 
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; ture media was reported as evidence of a 
= causal relationship between the aean 
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Furthermore, the successful amelioration of 
these diseases with a vaccine prepared from 
this micro-organism was an additional sup: | 
port of his viewpoint. Be: 

Greetings were then extended on behalf 
of Governor Rockefeller by Dr. Hilleboe, — . 
Commissioner of Public Health of the State 
of New York; on behalf of Lieutenant Gen- 
eral Heaton, Surgeon General of the U.S | 
Army, Rear Admiral B. W. Hogan, Sur- | 
geon General of the U.S. Navy, and Major 
General Oliver K. Neiss, Surgeon General 
of the Air Force by Colonel Robert S. 
Higdon, Chief of Dermatology, Walter Reed 
General Hospital, Washington, D.C., and on 
behalf of Dr. James Shannon, Director of 
the National Institutes of Health, by Dr. 
Justin Andrews. 

The Secretary General delivered a short 
address informing the members that 50 
countries are represented in this organiza- 
tion with almost 1,300 charter members. The 
date and place of the First International 
Congress were discussed, and either the year 
1962 or 1963 was considered most likely, in 
Mexico City or Rio de Janiero. ias 

A reception was given at the luxurious 
and artistically decorated lounge of the 
Rockefeller Institute. Everyone was im- 
pressed by the auspicious beginning of this — . 
new venture, which has found an unusual 
response in the widest scientific circles. 
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LJ 
FREDERICK Reiss, M.D. — 


Secretary General S NS d 
. 870 Fifth Ave, ` E». 
New York 21. E. 
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. Sensitivity to Bisphenel A E 
x 3. r ku 5 f ae “4 Y 
T L. EDWARD GAUL, M.D., Evansville, Ind. m 
A: T OUI 
re Bu. 
oe Epoxy resin is a condensation product of epi- Sensitization Structure in Epoxy Resin. 3 3 
Fe chlorohydrin and Bisphenol A. The latter was | —— 
me . suspected to be the sensitizing structure in this Substance Vehicle Reactions. 28 
É .. resin, but final proof had to await the finding of Conc. _ ae 
AD . . 1 . g RD I: > 
fe another suitable subject. In spite of ar alertness T Petrol. fee. 
e for epoxy sensitization, only two cases have been 1 Ju 
AL ! * = % " E 
.. . een since 1957. Both of these occurred duming the iiio: E Sow AE 
=~ past 6 months; either, there is not much of this S pov DEVE 
cd resin in use, or preventive measures are well under- ! A aes 
a Siad Bisphenol A Olive oil ++++ + 
1% ae 
E 9 Epi*hlorohydrin Olive oil a> s 
E. CH3-C- CH3 1% Te 
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A recent patient was a white youth aged 1& 
He had been employed one week sanding azchery 
bows made of fiber glass. An irritation developed 


. . . on the wrists, and forthwith it spread to the fore- 


. arms. Soon the face and neck showed a bright red 

dermatitis. A notable feature was the marked 
edema of the eyelids and external nares. A diag- 

. . nostic series of patch tests showed a 4-- reaction 
Submitted for publication May 2, 1960. 
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—— MICHAEL J. SCOTT, M.D., Seattle 

. 

With. the recent advent of innumerable pro- 
prietary hair preparations, it is logical to expect 
that previously undescribed hair artifacts will be 
. observed. It is important that unusual artifacts be 
: ie reported and that physicians become acquainted 
- with them to &void possible confusion yiti other 
hair abnormalities. : 


~ Received | for publication May 13, 1960. 
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to liquid epoxy resin. When the dermatitis a 
patch-test reaction had completely subsided, the — 
substarces listed in the table were tested. 
Bisphenol A is a condensation product of acetone 
and 2 mols of phenol. Aside from its use in ne 
manufacture of epoxy resin, it is also used as an 
antioxidant and as a component of oil-soluble, - 
phenolie resins. Bisphenol A, 1% in petrolatum c 


olive ol, is an adequate concentration for patel h 
testing. i 


509 Hulman Building, Evansville, Indiana. 
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Two suck artifacts have recently come to my 


atfention in several patients using hair sprays - 


utilized to maintain hair position. One of these, 
piedra-like artifacts, has not previously been de- 
scribed. The sfcond, peripilar keratin casts. also - 
results from the external application of hair | 


preparations. This latter condition was initially | "s 
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Fig. 1.—Piedra-like artifact. Fig. 2.—Higher magnification of Figure 1. 


T ru 
ait 
DER LC £ 


re 
> 


K E tiv 
3 


- 


by M. J. Brunner and J. M. Facq? and also as are extruded from the hair follicle. Normally the 
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P - “Hair Casts” by A. M. Kligman.* The former outward growth motion of the hair carries the root 

— authors offered no comment regarding etiology, sheath with it, and the latter desquamates and 
>» but Kligman believed the findings suggested a sheds as the hair emerges from its surface opening 
hereditary, sex-limited disorder. on the scalp. In some as yet undetermined manner, 

E A 
E. | | application of certain chemicals probably binds - 
f bo S mat m ccr NL UD T these root sheath cells together, and their position — - 
B-- 
D e 
EA. 

ri pr 
E $ ^ 
E 

E. 
NC. 

^ TA 
EL. | T— Fig. 4.—Peripilar cast. ANE 


BÉ Fig. 3.—True piedra. ; £1 
1 around the hair shafts prevents their falling loose, . 


M 

8 _. Peripilar keratin casts are characterized by thereby forming casts. Circumstantial evidence 
-JAM asymptomatic, minute, semi-firm, tannish, discrete, tends to incriminate hair sprays in several cases | 
ME oe depuis ioe ine Qi se Ure ai 
Be, 2 Piedigr like artifacts, as the: name implies, man- 
! ifest ovoid, nodular, adherent masses simulating 
lesions of piedra, both macroscopically and micro- 
scopically. The individual nodules vary from minute 





Eur Fig. 5.—Nit. Fig. 6.—Trichorrhexis nodosa. 





15 mm. in length and 0.1 mm. to 0.2 mm. in concretions that can be observed only microscopical- 


A A. PEU edi In my estimation, this phenomenon is ly to approximately 1 mm. in length. Macro- — 
FC - the result of some chemical applied externally to scopically, the lesions are practically identical, 


~ the scalp and hair, which in susceptible persons although piedra nodules are more adherent to the 
prevents the shedding of the epithelial qels as they hair and firmer. Microscopically they are quite 








Fig. Cepotina (trichomycosis "axilláris)e Fig. 8.—Monilethrix. 
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Fig. ja T Tichafodosis EARN 


— similar butjin a sodium hydroxide mount nodules 
of piedra-like artifact rapidly dissolve and fangous 
> . Structures are not noted, whereas in true piedra 
à the nodules dissolve slowly and fungous structures 
. such as blastospores or hyphae are demonstrable. 
The reputed ease of culturing fungi causing piedra 
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ve ! E Fig. 10—Stied hair Pina: light and cR 
É EEE zones). 
K E: das. not. oes substantiated in the experiplie of 
uu x ne: American writers reporting the condition." Ap- 
E p | parently chemicals, primarily in spray or licuid 
<form applied externally, may solidify n ovoid, 
~ adherent nodules around the hair shaft. 


B — Familiarity with these artifacts will prevent their 
3 mistaken interpretation as nits, which reputedly 
» occurred i in recent erroneously diagnosed ' head lice 
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epidemics” in Los Angeles and Portland.* School 7 
child-en with peripilar casts were apparently mis- 
diagrosed as having head lice. Besides confusing 
artifacts with nits of pediculi or piedra, other o 
condiions to be considered in the microscopio ug 
differential diagnosis are trichorrhexis nodosa g 
lepothrix, monilethrix, trichonodosis,* striped hair, EE 
and ether abnormalities due to artifacts. Hairs in zi 3 
tricherrhexis nodosa exhibit a characteristic “inter- - A s 
locked-brushes" appearance. Lepothrix affects the 
axillary and pubic hairs and is characterized wo 
nodose growths with an irregular contour in vari- 
ous saades of vellow, red, or black. In monilethri 
the eatire hair is seldom longer than 3 mm. Hie 4 
length, and the entire shaft is uniformly affected. | 
It is characterized by ellipsoid swellings alternati 
with -onstricted portions producing a beaded ap- E: 
pearamce. The knotted hairs of trichonodosis, ud ; 
alternate light and dark zones of striped hair, and ` 
abnormalities due to other artifacts (such as paint, A 
for example) are readily differentiated micro- - 

scopically as illustrated in the photomicrographs.  . i 
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Report of a Case 

` STANTON B. MAY, M.D., Glendale, Calif. 

ENEA dermatitis due to contact with sawdust 
- ol various irritant woods is recognized frequently 
- in workers who handle wood and wood products. 
E à I wish to report a case of severe acute dermatitis 
| venenata due to the sawdust of Grevillea robusta, 
M or silk oak. A search of the literature and texts 
P - failed to reveal a similar case in this country. 

~ In southern California and southern Florida, 
E this Australian oak tree was imported more than 
-50 years ago. It is native to eastern Australia 
. and New Caledonia. The tree has long, green, 
< thin, branching, pointed leaves. It grows rapidly 
~ and often reaches a height of 150 ft. It is a tall 
E slender tree and is used to line streets for shade 
tems . purposes. It is a brittle tree and breaks easily with 
strong winds. Its high and rapid growth causes 
dt to impinge on electric power lines. In Los 
| . Angeles, “Grevillea poisoning” is well-known 
ei b Submitted for publication March 10, 1960. 

E From the Department of Dermatology, College 
É "of Medical Evangelists, Los Angeles (Clement 
-. Counter, M.D., Head of Department). 
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D. Cotton gauze sponges have many disadvantages 
2. when used for dermabrasion. They offer little pro- 
X tection to the assistant's fingers during freezing. 
P . They rapidly become soaked and must be discarded. 
_ They offer poor skin traction and must be removed 
E from the operative field when planing starts, lest 
. they become entangled and create embarrassment 
p ~ by slapping the patient's face or breaking the 

= handpiece. 
3 Cellulose sponges, such as O-Cello, which are 
p obtained from the grocer, are free ftom these 
. disadvantages. This material is easily cut to any 
: E: = Size by slicing on the butcher’s meat slicer or by 
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Í Dermatitis Due to Grevillea Robusta (Australian 


among electric power companies whose workers 
have to protect their lines, and among men cutting 
these trees for the streets and park departments. 
This is the tree causing dermatitis most in this 
area. 


Report of a Case 


A 45-year-old white man was seen for a very 
pruritic eruption of the neck, arms, trunk, and 
genital areas. This dermatitis occurred 2 days after 
the patient had sawed a limb off a silk oak tree in 
his yard. The sawdust fell on the patient's face, 
neck, and down into his clothing. A diffuse, 
erythematous, edematous  vesicobullous eruption 
appeared. A patch test of the sawdust of the tree 
produced a bullous response in 36 hr. The process 
failed to clear with conventional soothing local 
therapy, but was gone in a week aíter systemic 
steroid therapy. Attention is directed to an uncom- 
mon tree in this country, but one with a marked 
sensitizing potential and frequent occurrence in 
those working with it. 


_ Cellulose Sponge for Dermabrasion 


cutting with a knife while dry. The convenient 
size is about 1X6X10 cm. These sponges are 
highly absorbent and cannot catch, even in a coarse 
wire brush or burr. These instruments cut the 
sponges into a powder rather than cause entangle- 
ment. It is physiologically inert and could hardly 
be expected to produce granulomas. 


The sponges may be laundered or autoclaved 
repeatedly, During surgery, they may be rinsed 
in hexachlorophene (pHisoHex) solution and re- 
used. These sponges have been used for 4 years 
without wearing out, and no complications have 
arisen which can be attributed to them. 
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Nevus Sebaceus with Associated Basal-Cell 
Epithelioma 





Report of a Case 


MAC BRANNEN, M.D., and ROBERT P. FOSNAUGH, M.D., Detroit 


The patient, a 19-year-old white youth, was first 
seen on Feb. 26, 1959. He complained of an 
asymptomatic lesion above the medial aspec- o: the 
left eyebrow, present since birth. The lesion had 
become more elevated in the past five wears and 
had developed two nodular areas at the inferior 
border in the past two years. Removal was re- 
quested for cosmetic reasons. 

On examination, the patient was noted io have 
a yellowish-tan linear lesion 2.5 cm. lomg and 
0.3 cm. wide with its inferior margin bezinning 
at the medial aspect of the left eyebrow. It had 
a verrucous appearance at the infericr margin 
and was elevated 0.2 cm. above the skin level. 

The clinical diagnosis Was that of nevus seba- 
ceus of Jadassohn. The lesion was exased. 

Histologically, hyperkeratosis and acanthosis 
were present. Large numbers of sebaceous glands 
were present, extending deeply into the dermis. 
Apocrine glands were present beneath the seba- 
ceous glands. Foci of lymphocytes were present 
in areas just beneath the epidermis. Smal areas 
were noted of marked proliferation of Dasal type 





Submitted for publication May 18, 196C 

From the Department of Dermatology (Clarence 
S. Livingood, M.D., Director), Henry Ford Hos- 
pital. 








Fig. 1.—Photograph showing lesion above left 
eyebrcw. 





Fig. 2.— Low-power = 
photomicrograph showing ~ 
hyperkeratosis, acanthosis, ^ 
large numbers of seba- "4 
ceous glands, apocrine 
glands, and small area — 
of basal-cell proliferation — 4 

1* 

(see arrow). d 
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4 g . . . . . 
S . cells extending into the dermis, characteristic. of 
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We basal-cell epithelioma. 
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Comment 


1 Nevus sebaceus is a hamartoma composed pri- 
l marily of mature sebaceous glands. Apocrine 
s glands are frequently found lying beneath the 
* masses of sebaceous glands. Abortive hair follicles 
» may be present.’ It is not uncommon to have a 









E basal-cell epithelioma develop within a nevus 
--. sebaceus. 

UNS . 
~~ The tumor is usually present at birth. It is 


a . commonly located on the scalp or face. However, 


oe 


= it may occur at other sites, such as the neck. 
~ It is usually a single, linear, well-circumscribed 


E firm lesion. The lesion is raised above the skin 


. Surface and is yellow in color. Incomplete removal 
— will result in recurrence, or the development of 
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^ Plantar warts present a challenging therapeutic 
= problem. In 1958, Kent reported successful therapy 


Dr = F 
- 0f these warts with the use of ultrasound waves.e 


L "iag 


— The following report covers our observation of 25 
ia patients treated with ultrasound therapy. The pa- 


00 ACIDS e 
~ Submitted for publication May 19, 1960. d 

4-. From the Marshfield Clinic and the Marshfield 
7".. Clinic Foundation for Medical Research and Edu- 


= cation. 
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Fig. 3.—High-power 
view of basal-cell epi- 
thelioma; reduced about 
l^ from mag. X 150. 


nevus syringadenomatosus papilliferus.? For this 
reason surgical excision ig the treatment of choice. 


Summary 


A case is presented of a nevus sebaceus of Jadas- 
sohn in a 19-year-old boy, in which basal-cell epi- 
thelioma had supervened. A brief discussion of 
nevus sebaceus is presented. 


Department of Dermatology, Henry Ford Hos- 
pital (2). 
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-. Ultrasound Therapy of Plantar Warts | A i 


PL 
— — R. J. ROWE, M.D., and J. M. GRAY, R.P.T., Marshfield, Wis. 


. "EC ox "M rs e 
tients were all seen by a dermatologist before 
therapy was instituted, and calluses were carefully 


excluded. OE 


e 
Technique 


The Burdick UT-1 Ultrasonic Therapy Unit © 


was used. It has a frequency of 870 kcps. The 
transducer is able to deliver a total energy of 21 
watts. The crystal is designed to deliver ay effec- 
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^ pits About. Patients 2 


J Ne. of patients 
.. Male 10 
E Female © E 
EL. . Total 35 
oe Eo Ape ^ 
B: Average f: F tos9 
Duration 
Average 1 mo. io 15 yr.* 
| dim. Abou: 6 mo. 
: Previous therapy 
zu. d None’ rd 
= > Surgical * 
|... Other ST 
No. of ultra sound treatments 2 te over 15 1 
Average no. of treatments 9 
Results 
Warts disappeared ; 2 
— Still present 8$ 


. .'* One of the warts had been recurrent since 1954. 

. .. ¢ Some of the warts had been treated both medieall--and sur- 
s Á spal. 

f Two of the patients were treated beyond 15 trentymenite. 

noe See discussion under results. 


"tive energy of 0.1 to 3 watts per square eentimeter. 
The meter shows the exact total wattage delivered 
but not that received. A dosage timer autonmtically 
n cuts off power to the transducer when the treat- 
ges period is completed. 

An extra heavy liquid petrolatum (mimeral oil) 
E. _ was used as a coupling agent to insu-e wontact 
pfi K ak the soundhead pn all areas of the skir. A 


atment. Tu all cases the treatments cemsisted 
of sonation for 15 minutes, using an enersy out- 
2 put. of 0.6 watts per square centimeter. This pro- 
(cede was repeated at weekly. intervals. 


£k 
2 ut a Results | 


a The. accompanying table presents specific data 
y ét es the patients. Some of the warts had been 
oe: > / present. for many months or years. A variety of 
e Nee aba measures had been used on some of 
^. these efore ultrd&ound therapy was sta-ted. The 
EE present varied from ene to 
rhe. larg t number counted was 50 on a 
| s right foot and 20 on his left. Im this 
| roup of patients, warts of a few menchs’ 
Sia Po festend more readily te therapy 
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thar those pe? long NE This walt also n 
by Xent' However, the 3 cases listed as. bw 
had had warts for 1 month, 4 months, | and 4 
morths respectively. The patient who had had 
recurrent warts for 15 years was clear aftei 
trea ments. There have been 2 patients who ‘oan 
warts persisted after 15 treatments. One Se 
patients was clear after 18 treatments. Our pi ree nt 
plan is to continue treatments on the ER itient 
to a total of at least 20. Another patient v c 
his warts for 4 months took 14 treatment anc 
then failed to keep his 15th sonnet A fa 1 W- 
up telephone call revealed that he had gone t 
chircpodist for further treatments. ‘Ones of 
several warts was still present. The third. 
we Lave listed as having warts still present 
student nurse who had warts on the plantar suri i: 
of ezch foot. After 11 treatments the 1 a hs N 
on oae foot was gone. The 2 small ones. orn ud ie 
other foot seemed very superficial and wer re no 
longer painful, so we agreed with the patient that: 
further therapy was probably not necessa - In 
the ether 22 patients the foot either appe cared. 
normal at the site of the previous wart or the 
wart was small, dry, and so superficial it was no 
longe- a problem. The number of patients trea ed 
is no- large enough to state what percentage. IS. 
cured and the time interval is too short to ake ; 
any statement about the incidence of r recurrenc o 
In most cases tenderness at the site of the w | 
was relieved within 1 to 4 treatments. The v am | 
gradually became darker and drier until it. toi 
out, » ta E . 
The undesirable aspect of these treatments j s 
that tke patient must come back at weekly ir y 
for as many as 15 weeks or more. We lave. not. 
experimented with different time intervals, 1 ior 
have we varied the duration of treatments f om. 
that recommended by Kent.' E 


Conclusion 


Ultrasound therapy appears to be a very effec- 
tive ard painless method for treating plantar es 


Marshfield Clinic. 


REFERENCE _ Jam 
. 1. Kent, H.: Plantar Wart Treatment wi à x 
bc ra Arch, Phys. Med. 40:15 (Jana 19 RA. 
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B Preliminary Report 


z D. P 


Jt is the purpose of this paper to describe the 
| results of therapy as observed in patients with 
- erosive lichen planus of the oral mucous membranes 
- through the use of a topically applied corticosteroid, 
3 B triamcinolone acetonide, incorporated in a new 
~ adhesive vehicle, the latter having been specifically 
| designed for the more efficient application of 
Botuereneutic agents to oral mucous membranes. 

— Triamcinolone acetonide** (Kenalog), a syn- 
y “thetic corticosteroid derived from triamcinolone, 
as been observed to be a particularly active and 
useful topical agent, although it is also an active 
; ‘corticosteroid when administered systemically.‘ 


E UM Methods 


"Twenty patients, including 7 men and 13 women, 
TN 33 to 56, treated for erosive lichen planus 
b. a the oral mucosa, are the subjects of this report. 
> All patients had been treated previously with one 
or more therapeutic agents, including, but not 
i. | restricted to vitamins, sex hormones, placebos, 
~ other corticosteroids, and mouth washes, but with- 
E out notable success. 

-. Triamcinolone acetonide (0.1%) in Orabase was 
| i a applied by the patient to the erosive areas of lichen 
; _ planus 4 times daily. Approximately 60-250 mg. of 
3 . medication was applied each time as a thin film, 
E _ preferably after each meal and once before re- 
_ tiring. Thus, a total of about 240 to 1,000 mg. 
E medication, including 0.24 to 1.0 mg. of tri- 
. amcinolone acetonide, was applied to the lesion 
during the course of each treatment day. 

<- Four of these patients were treated with the 
E Aheste vehicle preparation Orabase, alone, with- 
~. out triamcinolone acetonide, as a placebo prior 
- to the active therapy detailed above. 


Results 


Response to the Placebo Vehicle.— The applica- 
tion of Orabase, alone, without triamcinolone 
b. acetonide, resulted in some relief of symptoms, 


E v. Submitted for publication May 25, 1960. 
"Division of Stomatology, School of Dental and 
- Oral Surgery, Columbia University, N.Y. 
Es "[riamcinolone acetonide (Kenalog) in a mew 
EC. V dhesive vehicle (Orabase) was supplied by The 
— Squibb Institute for Medical Research, New 


~ Brunswick, N.J. after ingestion. Hence, the duration of adminis- 
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‘Triamcinoton Acetonide in the Treatment of Erosive 
Lichen Planus of the Oral Mucosae : 


EDWARD V. ZEGARELLI, D.D.S., M.S., and AUSTIN H. KUTSCHER, D.D.S., New York 


especially for that time during which the adhesive 
remained in situ. As the adhesive dissolved, the 
patient’s symptoms promptly returned. However, 
from an objective point of view, little alteration 
in the clinical picture of the lesions was noted. 
One could validly conclude, therefore, that the 
subjective amelioration of symptoms was due to 
the protective action of the adhesive vehicle; i.e., 
that the vehicle applied topically over the eroded 
lesion protected it from the irritative influences 
which are normally found in the mouth. 
Response to Triamcinolone Acetonide in the Ad- 


hesive Vehicle—In those cases of erosive lichen. 


planus treated with triamcinolone acetonide in 
Orabase, not only were subjective ameliorative 
effects noted, but more important, healing of the 
eroded areas was consistently observed. How- 
ever, improvement was limited almost exclusively 
to the eroded areas of these lesions; no beneficial 
changes were seen in the keratotic portions of the 
lichen lesions. 

Generally, the duration of therapy required to 
attain the above-described improvement varied be- 
tween 5 and 25 days. 

It was noted, however, that erosions did recur 
within variable periods following discontinuation 
of the active medication, thus necessitating further 
therapy. In such instances, a lower concentration 
of the corticosteroid (0.01%) was often used in 
order to permit more prolonged maintenance ther- 
apy. In other instances of recurrence, a similar 
reduction in total daily dosage was obtained by 
advising the application of a single daily dose 
(either 0.1% or 0.01%) before retiring. In most 
cases so treated, the patient's lesions were again 
brought under control and maintained satisfactorily. 

Thus, it is not our contention that this form of 
therapy is curative. Rather, it is admitted that 
triamcinolone acetonide has been used as a sup- 
pressant and ameliorative agent. 

Side-Effects.—As of this time, no side-effects 


attributable to triamcinolone acetonide therapy have - 


been observed in any of the treated patients. 


e 
Comment 


On a weight-for-weight basis, compared to other © 


corticosteroids, triamcinolone acetonide is an ex- 
tremely potent agent, which is systemically active 
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TRIAMCINOLONE-—EROSIVE LICHEN PLANUS 


tration and total dosage of this preparation should 
be carefully observed and evaluated. The use of 
an adhesive Vehicle for maintaining the corti- 
costeroid in immediate contact with the lesion, 
thereby allowing for the reduction o` the total 
amount of active drug which need >e applied, 
should be appreciated. 


Summary 


Triamcinolone acetonide was administered in a 
new vehicle adhesive, Orabase, to 20 pztients with 
erosive lichen planus of the oral mucous mem- 
branes—in many instances after relatively pro- 
longed unsuccessful therapy with numerous other 
agents and/or placebos. 

Triamcinolone acetonide in Orabase was found 
to have a desirable ameliorative effect 5n the ero- 
sive component of such oral mucosal lesions. 

We acknowledge with gratitude the assistance 
of Mrs. Florence V. Moore, Mrs. Doris Tormes, 


The curious "halo nevus," generally known as 
Sutton's disease, is credited by Suttom to Hyde? 
as first having described it under the tide of 
“Vitiligo with a Central Mole"  A-cording to 
Leider and Cohen* who gave an excelent review 
of the subject, Hebra and Kaposi* make men- 
tion of this lesion as far back as 1874 Philos- 
ophers have speculated on the positive and negative, 
often present in juxtaposition and taking various 
forms. The fat and lean cows of the Bible, the 
crest and depression of the wave, are bat numerous 
phases that pervSde art, literature, and nature. 
In dermatology we find examples of these anti- 
theses, as in the hyperpigmented borde- of vitiligo. 
A more extreme example is furnished by the halo 
nevus. Are the two zones mutually dependent? 


Nhat would happen if one were expunged? This 


obvious question occurred to others. Niles‘ ac- 
tually attempted to remove the central pigmented 


= nevus and to see what then happened to the 
surrounding vitiligo. 
and observed his patient for 10 months. The 


He fulgurated the* center 


Submitted efor publication June 2, 1960. 
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vitil go remained unaltered during this interval. _ f: * 
Somehow, one is not sure the central zone and M 
influence were entirely eliminated by this maneuver. - 
To remove some of the doubt we tried a new 
approach. 26 B 
Observations and Trials.—Two patients were the — : 
case material. One, a Negro woman, 30 years old | 
had a single halo nevus over the angle of the left 4 
jaw which had been present for more than a- o 
year. She could not remember a “mole” or dark- A 
enirg of the skin before the appearance of the. Y 
fina. lesion. The zone of leukoderma was oval, E 
wel defined and 13 X 8 mm. The central punctum id 
was raised and dark. With a 6 mm. punch, this ` 
latter structure, with a generous part of the sur- X 
rounding leukoderma, was removed in one plug. — 
Histological examination of the excised deue ai 
showed that all the central nevus was removed. — 
eA silver nitrate stain showed darkening through- < 
out the central nevus, but the epidermodermal bor- — À 
der lateral to it on each side in the sections was | 
unscained. , 
















ww 


The second patient was a white girl, 13 years | 
old, with five halo nevi on the trunk. Three of. i 


E | 







ve versity of Illinois College of Medicine and the them were grouped near each other on the right - 
ues Cook Gounty Hospital. : flark. One lesion measuring about 10 mm. in diam- 4 
E: Zegarelli—Kutscher e: 213 AU - 4 
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ü veter was chosen because the central pigmented 
= punctum was small, barely 1 mm. across. With a 
. 2.6 mm. punch, a deep plug of tissue that included 
_ the central point and a surrounding ring of de- 
= pigmented skin was removed. Silver nitrate stains 
- darkened this central part of the sections, but left 
E: ' the epidermodermal borders laterally on each side 
unstained. 
E. The white girl was observed for 3 months and 
the Negro woman for 9. The biopsy wounds were 
: S permitted to heal by granulation. In neither patient 
i p ducing the periods of observation did the remain- 
y borders of leukoderma repigment. At the time 
the girl disappeared from view there still re- 
ma ned a suffusion of erythema over the central 
r. Hence, it could not be certain that no pig- 
ntation of the latter occurred. However, none 
| Was š apparent. In the case of the Negro woman, 
ag the remaining border of leukoderma remained un- 
7 altered. The central scar, too, did not develop 
: m There was no evidence that a new cen- 
à nevus appeared to take the place of the one 
removed. In future observations we propose to 
Jis n2 e dopa stains as well. 


s E i 
ire 


Comment 


EC Tf there is a reciprocal relationship between the 
|. central pigmented portion and vitiliginous segment 
- of the halo nevus, it was not shown by these ex- 
3 E: pones. Certainly the depigmented zone could 
ES 


D. 4 $ 


EN Carbon Arc 


AIA Tn a previous paper’ dealing with a method of 
P. ssting for pathologic skin reactions to light, a 
-- modified carbon arc light source was described. 
‘a E "This utilized a Bausch & Lomb mechanical feed 
E arc fitted with a nozzle and a filter holder. A No. 
— *0863 Corning glass filter was used to modify the 
E. light. The use of this filter has been justly 
a ig criticized by Kesten,? in that it transmits wave 


E -. Jengths as low as 2,537 A. and screens out most 


E Submitted for publication July 8, 1960. 


cock Clinic, Hanover, N.H. 
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remain apparently unaltered for as long as 9 months 
in the absence near it of any hyperpigmentation. 
Perhaps reversing the design of the experiment 
to allow the central punctum to remain and excis- 
ing the surrounding leukoderma would have gained. 
more positive information. This study would have 
been strengthened by making dopg stains of the 
tissue sections. 


Summary 


In 2 patients observed for 3 and 9 months re- 
spectively there was no repigmentation of the 
leukoderma of the halo nevus after total extirpa- 


tion of the central pigmented nevus with a biopsy - 


punch. The central scar did not pigment nor was 
there re-formation of the pigmented punctum in it. 


840 So. Wood St. (12). 
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ED Juplication of the Sun Spectrum with a Modified 


7. 2 V ES C. STARKE, M.D., and OTIS F. JILLSON, M.D., Hanover, N.H. 


of the visible light (Fig. 1). This paper will de- 
scribe a filter and the modifications of the nozzle 
to accommodate it, which, when used in combina- 
tion with the carbon arc, both quantitatively and 
qualitatively approaches the spectrum of the sun. 

There are 2 sources of light from the carbon 
arc. The first is that from the incandescent core 
of the carbon. Like any ificandescent body, it is 
a continuous spectrum. The second and more ime 
portant source is that from the radiations from 
the hot gasses of the flame, whose emission is 
composed of bands so closely approximated as to 
approach a continuous spectrum. 


portionately rich in infrared. With the use of a 
Corex-D No. 9700 filter, the radiations of the 
sun can be closely approximated? However, when 
this filter was used with the original nozzle, ex- 


. Vol. 82) Dec., 1960 
. : x " g . i | | 


The unfiltered _ 
emission spectrum begins at 2,200 A. and is pro- ` 


SUN SPECTRUM DUPLICATION 
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Figure 1 


cessive heat was produced, and the time ~equired 
for the production of the minimal erythena dose 
(M.E.D.) was prolonged. To overcon= these 
objections, the nozzle wąs shortened frons 414 in. 
to 315 in.; it was lined with a heat-absorBEing flat 


stove paint, and heat-absorbing fins were .ttached 
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Transmssion Spectra of Various Filters 
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(Fig. 2).* Using the Corex-D filter and the modi- 


fed rozzie, the M.E.D. is from 115 min. to 2 min. 
Less than ] min. is considered abnormal. 


* We "are 


Rosiers of 


grateful to Mr. Edmond J. Des ..3 
Hanover, N.H., who designed and 
fabrieated the nozzle attachment. 


Fig. 2.—Bausch & Lomb ~ 
mechanical feed arc with — 
attached nozzle. (Handle 





added for ease in han- 
dling.) AA 
. 3 
‘ 
4 
4 
f 
| 
1 
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EC Comment 
i In the past, patients have been tested with 
various mercury arc lamps or have been exposed 
to the sun. The disadvantages of these methods 
Ei at once obvious. The sun from day to day 
is not uniform; also, a large amount of the 
= : tient’s body is necessarily exposed. The hot 
- alpine and other types of mercury arc lamps do 
-not give a continuous spectrum. Urbach* has 
-— described the use of a fluorescent type of mercury 
c which gives a continuous spectrum, but, again, 
a ke all mercury arcs, it has the disadvantage of 
a narrow emission spectrum of 2,800 A. to 4,000 A. 
* Clinically, certain photoallergic reactions have 
been elicited with the Corex-D filter which we 
inc not able to duplicate with the No. 9863 
T ler. The same objection could well apply to 
tl «A siescént- -type mercury arc. 


d 


Continuation: ; 

i ri 

The development of a simple, e wide spectral Sy 
source should provide a new impetifs to the study d 
of patients with pathologic reactions to light. uy 


Hitchcock Clinic. 


REFERENCES ' 


1. Jillson, O., and Curwen, W. L.: Photoxicity, 
Photoallergy, and Photoskin Tests, A.M.A. Arch. 
Dermat. 80:678-689, 1959. Tor 

2. Kesten, B. M., in discussion on Jiliaori and A 
Curwen. * 

3. Kovacs, R.: Electrotherapy and Light Ther- ERES. 
apy, Philadelphia, Lea & Febiger, 1956, p. 360. ; Ad 3 

4. Urbach, F.: Sources of Radiant Energy 
for Medical Uses: Investigative Needs, J. Invest. 
Dermat. 32 :167-169, 1959. 


ed 





. — 
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B ee | | X ES 

—  — The New, Newer, and Newest — 
Eu. Will 1960 go down as the year ef intralesional therapy, of chemical tanning, of some dis. E | 


+ 


>. =~ illusionment with griseofulvin, or will it be the year in which strong recognition was accorded — 





such things as the autoimmune reæ@tion in dermatology, the histochemical pattern of diseases, 
Bec - genetic studies, and the complete agceptance of the worth of the double-blind technique? Will — ~ 
rU ^ it be recalled as a poor year wth respect to therapeutic advances since practically nothing — .- 
S = was offered to solve the vexing and ever increasing problem of baldness in women, or will — - 
(5 s dt be the year that showed, to paraphrase Kligmaa, that every drug helps acne and every "gd 
— .. —.. method gets rid of warts—yet how they flourish! E 
V SEE De ÀÓÜ€ ue 
B. | Henry Michelson received the Outstanding Ach:evement Award from the University of- = 
o Minnesota, an honor not given Lghtiy by the University to its own. The September issue — 
eR.  . ot Hautarzt contains a very flatering “appreciation” of Michelson. FENN ý 
Seen Pein Arthur Schoch, who writes the sometimes shockin' Schoch Letter, has resigned as Chair- Eu 
Re man of the Department of Dermatolegy at the Southwestern Medical School of the Univer- — .- 
— . ~ sity of Texas. Bedford Shelmire, Jr. succeeds him. Er. 
BOT | En 
In the Mail: I EM 
| | — From Hermann Pinkus: "I was much intrigued by references to hereditary keratoma dis- /- 
NINE, sipantuno (p. 369) and tinia capitis (index and p. 423) in the September issue of the ARCHIVES. — 
iiw. ‘I’m tempted to submit a report on my case of taeria crurus desiccated for severe pruritis — 
Wi". 2 and simulating lupuf erythematosus or lichen sclerosis et atrophicum." _ 
sa —From Willard Marmelzat: R 
Ec i “Thanks, Doctor Editor-Man, fer by this A.M.’s post, p 
C3 TRA Came a Real Cool issuee—that is the Most. rare 
rtr ae That Gumperson’s Law Jazz—That’s Real Gone, That's Real Mad 
eie 1 | When Derms apply this, it'll tke the rag off the Pad. 
Queue v sov I really Dug LUIK'S Crazy-Cool Knife-Man named Max, 
EE ca Make us Derm-Squares happy with more Derm-poetical wax. 
Ve in Beatifically yourn’ E 
i With the Messages Got ES 
he , - am, gratefully yourn' t 
"Niliard Lee Marme zat.” 


EA 


—From Harvey Blank, culled from Lock Magazine of August 16, 1960. 


É 
Fe i “Lotions on thee little man 
. Bare-eot boy with phory tan." 
— From Francis Ellis: “too much spaces given to ‘Correspondence.’ ” 
— From Bert Renttar: "Encourage more Corresponderee—interesting !” 

e The current officers of the American Board of Dermetology are: | No 
bs. " Beatfice M. Kesten, President VN 
E . Clinton W. Lane, Vice resident p 
is xa Maurice J. Costello, Secretary d 
Er a The address of the Secretary is One Haven Avenue, New York 12, N.Y. E N 
as ae. aia AP. A 
ae A few issues back, it was reported that the University of Oklahoma Medical School con- - Ree 
Bs: ak ducted a symposium on cancer in which only surgeons, radiologists, and pathologists partici- 
>= =e  pated—no dermatologists. Apparently there has been a longstanding intramural disagreement UR 
E^ D^ with no solution in sight, not helped by the fact that the 8 dermatologists in Oklahoma City Es. 

treat 9896 of skin cancers there. " * s E. j 









A bit of cheerful year-end news raoorted by the Wall Street Journal is that nylon stockings — 





impregnated with oil or cream, even royal jelly, which "will give legs an automatic beauty 2 z 
treatment," are headed for retail coumters. E . Es 
. D 
And a beautiful holiday season to al of you. E 
. PE A a 
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Aah. è / 


His tory.—A 6-month-old white male infant was 
firs ‘seen at the age of 2 months with a reddish, 
p? airings seborrheic eruption on the scalp, face, 
. chest, arm folds, palms, the plantar aspect 
“of th e feet, and groin. Several nonpainful ulcers 
of the mouth also were present. The eruption ap- 
| pea: red shortly after birth as discrete, firm nodules 
sor Che plantar and palmar areas. The TM 
; gre dually spread, but the child gained weight, i 

a 'eased in size, and appeared to be healthy See 
ba app n imately 3 months of age, when he suddenly 
be ame ' easily irritated, developed anorexia, skin 
or , and a hacking cough. This was followed by 
O1 iset of a fever, drainage from the right ear, 
a a marked enlargement of the right side of the 


^ 
Lt 


LAS 
A 


Me pea 


T Physica Ehon —This revealed a pale, but 
ü od herwise well-developed male infant who cried 
sily, was warm to touch, and had a rather raspy. 
cm . The skin showed a florid eruption which 
basically erythematopapular with a prominent 
e ya Beculav component. Some of the papules had 
A ` rather large, flat bases with thin-walled vesicles 
i Eu their summit. These contained yellowish to 
*\ blood-tinged semilucid watery fluid, and, when 
ruptured, presented dry crusts. The distribution 
ET as | symmetrical and most extensive on the scalp, 


E T» The full discussion will appear next month in 
A puc | Transactions of the Central States Dermatolog- 
cal joscies, May 7, 1960. 


hat Is This(?)* 


» 
ELS 


M 42-year-old white housewife first developed 
Fave on her scalp at the age of 12, These lesions 
: ave been continuously appearing in large numbers 
ver since. Several of them were repeatedly re- 
d loved by surgery, only to be replaced by new 
- 01 nes. our a similar lesion developed on the 
Pu: back and another one on the right buttock ;e 
Fool newise, the location has been limited to the scalp. 
E “fn her past history there are streptococcic throat 
infection at age 14 and high blood pfessure singe 


4 n * The full discussion will appear next month in 
B iuc “Transaction of the Chicago Dermatological 
Society, May 18, 1960. 
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folds of the neck, axillae, and crural areas. Whitish — X 
exudate on superficial, ulcerated papules was seen — 
on the buccal mucosa, gingivae, and palate, and — 
there was a purulent exudate from the right lateral A 
cervical region. A few palpable nodes were noted | LAN 
in the axillae. Spleen and liver were not palpable. — 
Lungs revealed some rhonchi and rales on auscul- a 
tation. | hos 


Laboratory Findings.—Blood examination showed 
red cells 3,900,000, white cells 12,900, with a normal XS 
differential, platelets 403,520. Urinalysis gis os a xui 
trace of albumin, many white cells and red | 
cells in the sediment. Ear culture: Pseudomonas [uen 
aeruginosa. 


X-rays.—Profound thymic enlargement and exo o vs 


tensive infiltrate of all" lung parenchyma was > - j 
shown on chest x-ray. Intravenous urograms 
showed a disease process of the right kidney repre- 
senting a combination of multicentric infiltrations DOM 
in the renal cortex and some obstruction in the  - E 
neighborhood of the upper end of the right ureter, 2 
A survey of the skeletal system chewed no in- NE AS 
volvement. de E: sf 

see 


Biopsies.—(1) Skin lesion: The superficial part of = 
the dermis shows an infiltration with many large —— 
cells, polygonal or rounded, and containing promi- AM NES 
nent nuclei with slight hyperchromatism. There is 
no pleomorphism, but a few cells are multinucleated. 
(2) Cervical lymph node: Extensive eosinophilic 
and mononuclear infiltration. Ae 23 


the age of 25. Out of 3 pregnancies, 2 ended in — 
still-births; the only living child died of leukemia. — bs 

In the fanis history, there is record of Similar | 
lesions in the preceding 3 generations. oh. the 
maternal side, namely, in the patient’s Mae oon 
mother, grandfather, mother, and one uncle. Two > 
of her 3 siblings, 1 sister and 1 brother, are also SEN 
affected, The onset of the lesions in the mother, E 
sister, brother, and patient herself has coincided — a 
with adolescence. In the mother, now 75 years old, P veo 


ate 


new lesions ceased to develop after thé menopause. | bn 
The lesions on the scalp, 15 in number, present | ee UNE 
semispherical tumors ranging in size from a pea p y 
toa large plum. Some of them are firm, thoothers ie I 
oe ES i 
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SOCIETY TRANSACTIONS 





skin 


somewhat fluctuant. They are of normal 
color and are freely movable upon deeper tissues. 
They have been asymptomatic and have caused 
discomfort when they 
down and become infected. They contain a semi- 
solid, grayish, odorless material. 

Laboratory |Data.—Kahn 
Urine: normal. Blood: 


only occasionally break 


reaction: negative. 


white cells 11,000 with a 


BRONX DERMATQLOGICAL SOCIETY 


Julius H. Pollock, M.D., President 
Henry Silver, M.D., Secretary 
Morris Leider, M.D., Editor 


e Feb. 18, 1960 


Preliminary Report: Drug Eruptions Based on 


Photomechanism. Presented by Dr. LEONARD 
C. Harper (by invitation). e 
Discussion 


9 
Dr. Frances PAscHer: I want to congratulate 
and thank Dr. Harber for his beautifully developed 


Submitted for publication May 13, 1960. 





* last 


normal differential count; hemoglobin 95%. Choles- 


terol in serum 240 mg. 46. 

Bicpsy.—bBiopsy specimens were taken from the 
lesiors on the scalp and on the buttock. The epi- 
dermis the be normal. A 
large cyst, lined by an epithelial wall, is located 
in the corium. The cyst is filled by an amorphous 


and corium appear to 


maternal. 


presen-ation. I saw a number of cases of purpura 


spring and early summer attributable to 
Diuril and Hydrodiuril in addition to those cited 
Each of my cases was an example 
or northromobocytopenic purpura. One case of 
thrombocytopenic purpura has been reported 


(Gesinx, M. H., and Bradford, H. A.: J.A4.M.A. 


172:556-559 [Feb. 6] 1960). However, the capillary 


this evening. 
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“target organ in most instances. 
= The lichen-planus-like reactions are most inter- 
esting. Some years ago Dostrovsky and Sagher 
d Arch. Dermat. & Swph. 59:308-328 [March] 
19: 9) described a group of cases of lichen planus 
| vith an inverse distribution from  subtropical 
m ntries. Their cases had one feature in common 
vith the cases described this evening, namely, 
he -usual areas of predilection of lichen planus 
were spared and only the areas exposed to sun- 
ght were involved. They speculated that a 
E oimni: factor determined the pathogenesis 
and position of the special type of lichen planus 
$: ey described. Dr. Harber and his co-workers 
-have shown conclusively that chlorothiazide or 
-hydrochlorothiazide may be agents upon which 
a photodynamic factor operates. 


- Diagnosis: Malignant Melanoma  (Lentigo 
_ Maligna?). Presented by Dr. Freperick Rzrss. 
p. A white man, age 50 years, had a “large black 
sot on the chest since birth. In the past two 
- months a "sore" developed which bleeds easily 
- and does not heal. 

yes Upon examination one sees on the right upper 
side of the chest wall a flat, elliptical black patch, 
Ebuasuring 5X3 cm. in diameter. At the lower 
E o there is a walnut-sized, fungating, scabbed 
en d oozing tumor. 
proe: are felt. 

bs The histopathology is as follows: The surface 
epithelium is ulcerated. Immediately beneath the 
pss pidermis, solid cores of cells are seen. Some 
of them are round with clear cytoplasm and hyper- 
NT chromatic nuclei. They vary in size. Some are 
bizarre. Small units are seen with scant cytoplasm; 
, others have eosinophilic cytoplasm and large nuclei. 
[any of them are pigment-bearing. They infiltrate 
“the entire cutis and extend into the subcutis. 


E 
Ss) 
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Discussion 


aE 

As 
PT 
[^ 


Dr. fstab W. Kopr: If one accepts the con- 
| cept, as Dr. Becker does (J. Invest. Dermat. 22: 

17, 1954), that lentigo maligna is a synonym for 
E. rcumscribed precancerous melanosis (Dubreuilh) 
~ or melanotic freckle (Hutchinson), then I feel 
pt is incorrect to designate this tumor by that 
M title. The lesion which was present sinfe child- 
» hood and remained unchanged for years would 
"not fit in with what is called melanotic freckle, 
* since the latter usually has its onset later in life, 
"undergoes change in morphology, is irregularly 
~ circumscribed, has a play of colors ranging from 
tan to sepia, brown, or black, and, as a rule, grad- 
ually enlarges over the years. None of these 
racteristics is seen in this patient, and I theré- 
. fore feel it is incorrect to include such lesions 
i £53 P ader the disorder known as circumscribed pre- 
| cancerosis melanosis. 
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The regional axillary lymph | 
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s ARCHIVES OF DERMATOLOGY 
Dr. Victor H. Wirren: I agree with Dr. Kopf 
that this is a malignant melanoma and I feel that 
it should be treated radically with Wide and deep 
excision. The problem then arises as to whether 
a resection of the regional axillary lymph nodes 
will be adequate because of possible lymph drain- 
age and metastasis into the “mediastinal nodes. 


I would like to ask a question concerning Dr. 
Reiss’ philosophy when he did the biopsy of this 
lesion. What did he have in mind at that time 
and what gave him the courage to do so? I ask 
this question with the full knowledge of the type 
of discussion that may arise with regard to making 
a biopsy of a malignant melanoma and I am 
anxious to hear such a discussion. I, too, feel 
that there are times when a biopsy is in order for 
certain lesions suspected of being malignant mela- 
noma. I would like to call attention to a recent 
article (Lane, N.; Lattes, R., and Malm, J.: 
Clinical-Pathological Correlations in a Series of 
117 Malignant Melanomas of the Skin of Adults, 


Cancer 2:1025-1043 [Sept.-Oct.] 1958) on this“ 


very subject. These authors take the stand that 
a biopsy may be done if a lesion is suspected of 
being a malignant melaffoma, particularly when 
there is some doubt as to the diagnosis and 
especially when the lesion is in an area of cos- 
metic importance and is of such a size that only 
mutilating surgery would be the alternative. 


Dr. Morris LEIDER: The questions one can raise 
about the management of nevi are as legion as 
are the lesions. I raise this one: How far should 
one go in urging a patient to have removed a quiet 
nevus, discovered incidental to a general dermato- 
logic examination, that one judges should be re- 
moved because of its position, clinical characteristics, 
and potential to cause trouble before an average 
span of life is over? I have in mind a young 
woman who appeared before me recently for a 
dermatosis that was minor to my mind compared 
with that matchhead-sized, black macule I noted 
on the lateral surface of a toe. She did not come 
for the nevus; she hardly knew it was there. It 
is not a malignant melanoma now, I am sure. But 
it looks potentially wicked to @ne. I said and 
reiterated many times in the course of her two 
visits that the nevus should be extirpated. Her 


questions were: Do I have to? What will it cost? - 


Will I be laid up long? And so on for innumerable 
queries with uncertain acceptance of the plain , 
answers that were given. I suppose one ought 


to be satisfied with making the effort to convince. 


the patient, but can one be satisfied until such a 
lesion if in a bottle? 


Dr. Frances PASCHER: I should like to raise 


another problem in the management of junction 
nevi that is prompted by this case. Should this 
nevus have been excised as a prophylactic measure? 
It is situated on the anterior chest wall, ap area 
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. that is not subjected particularly to tranma. That 
localization can give a false sense o security. 
For this patitnt prior excision could -very well 
have been a life-saving measure. 


I am not concerned with convincing patients to 
E have all their nevi removed. I am concerned with 
—  — the moral and medicolegal aspects, in light of the 





/—— . — case under discussion, of going as far as reassuring 
patients with pigmented nevi that removal isn't 
‘ feasible or necessary, particularly when some of 
A their nevi have been selected for removal, or 
E: wholesale removal has been advised, by a cancer 
E detection clinic. 
Dt Dr. ArtHur B. Hyman: The develepment in 
d this patient is not based on a melanoti freckle. 
= Melanotic freckles are not known in infancy. The 
basis of the new melanotic lesion is the original 
junction nevus that was present at birth 
_ — The question of how and when to biopsy lesions 


that may be malignant melanomas has been raised 

3 . and answers are clamored for. I have maintained 
E for years that when there 1s any reasona»le doubt 
about the benign nature of a pigmented nevus, 
a clean local excision be made with a margin of 
| 0.5 to 1 cm. of normal-looking tissue, if this is 
E^. possible under average surgical conditions of a 
. dermatologic office, in order to estabish the 

- . - diagnosis by histologic means. This should be 
Re. = . done before referring the case to a surgeon, who 
d is more likely to perform instantly a more radical 
and mutilating removal of what may prowe to be 
EN benign. When total “dermatologic” excision as 
É A predicated above is not feasible, there is a quandary 
about how to proceed with what might arn out 

to be a melanoma. It is part of reflex »ehavior 

in dermatology and surgery to react with horror 

to a suggestion that it is reasonably safe to cut 

5 into a lesion that may be a melanoma m order 
f to prove that it is. I think that it is proper to do 
this and to take the calculated risk. The danger 

of spread of malignant cells by sharp, gentle 
incisions is, in my opinion, overrated. No one 

=` has proved such a procedure has ever a: versely 
affected the outcome of a case of melanoma. Even 
if some cells can “conceivably be put into tke blood 
ee or lymph stream by interior biopsy, it is «equally 
a conceivable that tissue fluids deal with them 
>. effectively and that the mere attainment of the 
| vascular system by a melanoma cell dees not 


ud 


¿= result in mortal metastasis. More than the mere 
À - presence of malignant cells is needed for the 
m. development of new metastatic malignant grocess. 
E An ability to flourish in the recipient site- is re- 
E ‘quired and this is not automatically accorded. 
E The advantages of biopsy over total excision where 
bz the latter is a formidable procedure outweizh the 


risks. 
. Another question for which añswers have been 
asked ¿concerns removal of junction nevi. To 
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greater ise everytime one crosses a er 
New York City than when one leaves hi i— r 
others’—quiet junction nevi alone. We could sp enc i 
our lives cutting out each other's junction nevi ij 
ther danger were what some claim. a onl: 
junction nevi would we have to extirpate bi all | 
new, for who can tell whether any nevus may 1 t 
hawe some junction elements? Of course i e 
engaged in this mass, unending surgery we woi 
not have time to cross streets and that 
sav* life. To be quite serious, every nevus | Tp re 

sents a problem that requires individualized judg: ei 
mert. A junction nevus of the sort that Dr. Re per 
patent has had ab initio would have, I am - sire, 
led each of us to have advised instant and total bo 
ablation long before the melanoma wee i had. i 
we seen it. 


= 


L y ald th 


Dm. FREDERICK Reiss: The case was presente ed 
as @ malignant melanoma. Lentigo maligna wa s 
placed in brackets with a question mark. I 
quite familiar with the clinical features of | p ie 
latter, and in this case I considered it as a rather 
remete possibility on account of the slowly de= 
veloping tumor formation. "ad E 


In response to Dr. Witten's question and Dr, x 
Hyman’s discussion, may I state that according ~ 
to o her investigators (Lane, N.; Lattes, R, nd 
Maln, J.: Clinico-Pathological Condoudus in 2 f: 
Series of 117 Malignant Melanomas of the Skin® = 
of Adults, Cancer 2:1025-1043 [Sept.-Oct.] 1958; te 
Andsews, G. C., and Demonkos, A. N.: Melanoma a 
and Lesions Simulating Melanoma, New Y ork ` 
J. Med. 60:391, 1960) and in my experience, bi 5 
Opsy is not responsible for metastases. | 


Diagnosis: Facial Granuloma with Eosinophils. L2 i 
Presented by Dr. ANpREW G. FRANKS and Dn. Es 
Beznarp I. Gorpon (by invitation). | A 


A 34-year-old man has lesions on the face ior 
about six years. A small spot appeared first on. iý 
the left ala nasi which after a few months became 
dime-sized, but has not enlarged since then. Two = 
smaller areas subsequently appeared on the left - 2 
side ef the nose and one on the right, and all 7: 
have remained about the same size. cs 


On thê right side of the nose there is a lightly 
elevated, sharply circumscribed lesion which is 
1X1.5 cm. and has a smooth surface which is 
bluish red in color. A similar lesion measuring 
el cm. in "diameter is present on the left ala i 
and there are two more lesions half the size of. 
the otners on the left side of the nose. v T | 


Biopsy was read as follows: “In the upper third 
of the corium, separated from the epidermis a i 
the adnexa by normal connective tissue, thee is ^ 
a dense cellular infiltration consisting of histio- — d 


cytes, plasma cells, round cells, and eosinophils. $ 
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“The collagen around some of the blood Sedes 
$ X cems to be indistinct. Some of the capillaries 
are” dilated. The eiidétinié is normal. Diagnosis: 
E Facial granuloma with eosinophils.” 


E. 13 | 
a: ad 
A 3 - Dm. ALFRED W. Korr: One feature which Dr. 
* Herman Pinkus described when he called atten- 
* v on to this entity is that histologically one finds 
| B oonetous polymorphonuclear leukocytes in the in- 
~ filtrate. These were absent in this case, and I wish 
E. i. the pathologists present would comment on this 
E. po 
—- Dr AmrHUR B. Hyman: The problem of the 
“facial granulomas” is complicated. Facial granu- 
< loma with eosinophils is distinguished from eosino- 
D. hilic granuloma by the fact that the infiltrate 
e does not reach the surface of follicular epidermis. 
. Ulceration i is therefore not seen in facial granuloma 
A with: eosinophils, whereas ulceration occurs in 
eosinophilic granuloma of the skin (which, by the 
way, is rare). The relation of this condition to 
E infiltration" of Jessner, to lympho- 
-ytoma | cutis, to lupus erythematosus, to the 
Dhomas, to Spiegler-Fendt sarcoid (whatever 
th that, term may represent), and to other conditions 
“not listed, is still mighty speculative. 
‘Dr. ABRAHAM J. Orruss: May I suggest that 
e presenters try local applications of dry ice to 
à P these granulomatous areas? I treated several cases 
EU this manner with good results and without 
E recurrence. 
Dr. SaMuxL B. Frank: I have had the same 
Loewe with cryotherapy as has Dr. Orfuss. I 
f recently treated a patient of this sort with liquid 
Meitrogen with excellent results. 


Discussion 


UL 
A We Y 
& y 


E Enisihosis: Lymphocytic Infiltrate of the Skin. 
? ^ .. Presented by Dr. Epwarp H. MANDEL. 


y E. A white man aged 43 years has a dermatosis be- 
hind the ears that started several years ago. Lesions 
E ‘seemed to come and go without treatment. When 
first seen one year ago there were slightly elevated 
-— erythematous plaques on each side of his face 
E Ei: on the postauricular regions. 


asm — Biopsy was read by Dr. S. J. Kallman as fol- 
ES "lows: “There is mild basal cell layer hyperpig- 
E nentation. Neither vasodilatation nor subepidermal 
/. edema are seen. A circumscribed collection of 
4 ‘mononuclear inflammatory cells is present in the 
midcutis. The infiltrate is composed chiefly of small 

- lymphocytes. Occasional histiocytes are present. 
E - Diagnosis : Lymphocytic infiltration of the skin." 
e WE Intradermal injections of 6 mg. of meticortelone 
acetate were made into one area weqkly for one 
k^ - year. The areas treated became normal after 
T one or two injections. Several areas cleared 


i ~ permanently. Others, particularly the lesions of 
Ee Eu postauricular areas, recurred within two weeks 
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to one month after injections were stopped. Several E 
lesions on the face disappeared spontaneously. ^ 


Discussion 


Dr. Joun Gams: May I call attention to a 3 
pertinent article (Postma, C; and, Sluiter, J. Th. 
F.: The Relationship Between Bafverstedt’s Benign 
Lymphadenosis of the Skin and Jessner’s Lympho- 
cytic Infiltration of the Skin, Acta Dermat.- 
venereol. 38:180-188, 1958). These authors re- 
ported a case which corresponded clinically with 
Jessner's lymphocytic infiltration (Jessner, M., and 
Kanof, N. B.: A.M.A. AmncH. Dermat. 68:447 
[Oct] 1953) but histologically with the type 
described by Kalkoff as “benign nonfollicular — 
lymphadenosis of the skin” (Dermat. W chnschr. 
126 :1146, 1952). m 

Dr. Victor H. WrrrEN: I would like to ask if 
everyone is satisfied with the diagnosis. Did you 
not think that these lesions might represent one of 
the “lymphoblastoma” group? Is it agreed that 
these are just benign infiltrations of the skin? 

Dr. ARTHUR B. HYMAN: In a similar case of 
Dr. Max Wolf, where a number of biopsies had aoe 
been performed over the years, the histologic š t: 
findings varied from time to time. The first two — 
showed the picture of lupus erythematosus. Later . 
there were the features of “lymphocytic infiltra- - 
tion,” and finally there turned up a classic slide 
of lymphocytoma cutis! Such cases must therefore |. 
be followed for a long time before final opinion 
is given. : 

Dr. Max Worr: Reverting to Dr. Gaile refer- 
ence in the Scandinavian literature, I still think | 
there are definite. distinguishing features between 
lymphocytic infiltration of the skin and lympho- 
cytoma. The former usually appears by predi- — 
lection on the brow, temples, and malar area, and 
lesions come and go; the latter is more stable in - 
position and heals with atrophy. In section, of | 
course, lymphocytoma shows germinal centers, — 
whereas lymphocytic infiltration does not. 
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Diagnosis: Dermatitis Herpetiformis; Response i 
to Diaminodiphenylsulfone (Avlosulfon). Pre- 
sented by Dr. Max Worr. 


A 28-year-old man presented a skin disorder of 
six years duration. It consisted of a papulo- 
vesicular, pruritic eruption on the face, neck,» 
shoulders, elbows and forearms, back, thighs 
legs (see photo). Previous treatment i 1: s 
sulfapyridine, | Promacetin, Diasone, Ronjacol, a 
Fowlers solution, Thorazine, adrenocorticasteroids,. id 
ultraviolet light, and grenz ray radiation. IY 


After one week of exhibition of diaisinodiphenyt- ! 
sulfone (Avlosulfon) in doses of 50 mg. PLD En2 
the patient becanfe comfortable, and the nümbér of ro 
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lesions diminished greatly. : 2^5 x 
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SOCIETY TRANSACTIONS. 





~ Appearance of dermatitis herpetiformis prior to 
d pnpenstration of diaminodiphenylsulfone. 


E^. | Discussion 


Te Dr. Victor H. Witten: The diamimociphenyl- 
sulfone (DDS, Dapsone) which was used here is 
_ the parent chemical for other of the sulfones which 

have been used in the treatment of dermatitis 

herpetiformis. I think that this one happened to 
come to our country very much later t»an the 
|» - * others, although it has long been available abroad. 
| As a matter of fact, we had purchased some from 
an English source with the idea of using it :n some 





X of the pustular eruptions for which it 1s purported 
to be of value. The use of Dapsone for dermatitis 


I think that it is another drug which can be used 
in the management of this disease. The side- 
effects are said to be very few, and this, f true, 
is a definite advantage. 

Dr. FrepertcK Retss: The only remark I wish 
to make is that diaminodiphenylsulfone i is nat more 
* ` toxic than Diasone. 

Dr. ABRAHAM J. Onruss: During my examina- 
» tion of this patient I found him to be extremely 
E pallid in color. The clinical appearance sswronglvy 
V suggested severe anemia. It is well known that 
—— .. eDuiasone is a drug which frequently causes anemia. 
—— — I would strongly recommend that this patiert have 
AS ntn. apige, blood count done to exclude sech an 
anemia, 
E aes Max: Worr: It is now a month sirce Avlo- 
“sulfon has been taken by the patient. Nearly all 
em andthe pruritus have disappeared, asd the 

t © pati t states. that he never felt as well as he 
ENG are 10w. The extreme pallor of the patient as not 
. LONE due ee the blood count is a 
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L - herpetiformis has been reported by various authors. 
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Case fox DBitgncats- Ethno Nodepunidil 
Aspect of Rheumatoid Arthritis or  Bazin's 
Disease? Presented by Dr. FRANCES PASCHE R 
and Dr. FRANK KRASNER (by invitation). Bel E 
^ biopsy specimen was taken from a somewl at 

indurated area of an otherwise healed lesion. ae 

Cherles F. Sims submitted the following repos E 

“The fat septae present a moderate diffuse ce 

infiktraton composed of epithelioid cells w 

tubercle formation, polymorphonuclear em 

lymohoeytes, histiocytes, and eosinophils. Eden 
of the connective tissue in this area is quite ; DrO- — 

noumced, and there are several areas in which a 

beginning necrosis is apparent Some of the 

vessels have thickened walls and narrowed lumens, 

The process is also present in the corium, where | 

perivascular and periglandular infiltration is- ; 

posel principally of histiocytes, lymphocytes, 3 nd 

polymorphonuclear leukocytes. The vessels of the i 

corium are also quite thickened, their lumens. nar- 

rowed. The epidermis is moderately and irregu x 

acan hotic. Diagnosis: Bazin’s disease?.” = 
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Discussion 


Dr. Maser G. SILVERBERG: I accept the diagi 
of erythema nodosum on the basis of a syste 
disease, probably a rheumatoid basis. 

Dg AznAHAM J. Orruss: I have been obser ving 
this patient for quite a while. The clinical ap LN 
pearance strongly suggested erythema nodosut m, 
I was quite surprised when the histologic report 
came back as erythema induratum. Certainly the- 
clinical appearance is much more suggestive of 
the first diagnosis than the latter. . ` M. 

Dr. ARTHUR B. Hyman: Though one may of en 
be able to distinguish histologically between er de 
thema nodosum and erythema induratum, this is no M" 
always as simple as Dr. Orfuss' statement would T 
indicace. There are cases where the picture As 
mixed or transitional, and, moreover, even in3 
definite tuberculosis a picture of erythema nodosum  . 
may be found. It should be pointed out that wheres ^ 
problems of diseases of the panniculus adiposus < 
arise the biopsy specimen must include the subcutis E 
and this may mean cutting down as much as a. j 
centimeter into the tissue. E. 

Dr. Frances PAscHer: Early in hé course | 
observ nf& this patient, in view of the severity | ofa 
the jomt manifestations we thought we were deal- - Ray 4 
ing wich a classical example of erythema nodosum ^ 
associated with rheumatic fever. The subsequent 
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nature of the cutaneous manifestations and the — 

system.c disease of which they are probably part. — 
The localization, evolution and the clinical (ead 

tares favored the diagnosis of erythema nodosum. 


^ 


"C 


The ñ-st crop regressed completely except for | 
hyperpementation. The lesions that appeared . 3i 
recently, however, particularly those above. ‘the 5 
223/ 1021 
" h E. 
Ys * - Nos eR 
. wc d ACIE 


ARCHIVES OF DERMATOLOGY 





& = 





Fig. l.—Clinical aspects of a patient initially presenting a differential problem between 


erythema nodosum and erythema induratum (Bazin’s disease). 


ankles seem to be atrophic with saucer-like de- 
pressions reminiscent of nonsuppurative pannicu- 
litis (Weber-Christian). But the histologic findings 
favor Bazin’s disease. I agree with Dr. Hyman, 
that the differential diagnosis between the two 
conditions on histologic grounds may be very 
difhcult, particularly if the specimen is taken from 


The 


formation, 


a long-standing lesion, as is the case here. 


presence of necrosis with tubercle 


however, would appear to exclude erythema 


nodosum. The clinical features, on the other hand, 


are not those of Bazin's disease. There is no 


evidence of ulceration, and the lesions are distrib- 


uted over the extensor rather than the flexor 


. 

surfaces. his may be atypical Bazin's djsease or 
some other infection involving a reticuloendothelial 
response. 


The histologic features together with arthr« pathy 
e 


and cervical adenitis make the diagnosis of ery-, 


thema nodosum-like drug eruption unlikely. I am 
more inclined to try to put all the findings under 
one diagnosis. Tuberculosis seems likely in view 
of the histologic findings and hypersensitive re- 
Histologic examination of 


sponse to tuberculin. 


one of the cervical nodes may give the answer. 
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Addendum upon Follow-Up Presentation 
on April 20, 1960 


Dr. FRANCES PASCHER: When we presented 
this patient two months ago the exact nature of 
the skin lesions, arthropathy, and lymphadenopathy 
was in doubt. The lesions clinically were erythema 
the histologic findings as in- 
terpreted by Dr. Charles F. 


nodosum-like, but 
Sims were consistent 
The latter 
diagnosis did not appear entirely tenable because 


with the diagnosis of Bazin's disease. 


of the atypical clinical features, the absence of 
pulmonary tuberculosis on x-ray gexamination, and 
the lack of a more striking hypersensitivity to 
graded dilutions of tuberculin ( O. T.K.) than exists. 


However, histologic examination of an enlarged 

cervical node in the interim, has disclosed tubercu- 

lous lymphadenitis. 
This is then a most instructive case. We find 


that lesions, clinically  indistinguishable from 
erythema nodosum, may turn out to be erythema 
induratum, and that the arthropathy in tuberculosis 
may simulate rheumatoid arthritis or rheumatic 
fever. Classically in tuberculosis the involvement 
is monoarticular with a predilection dor the hip 
joint or spine. Polyarthritis of the rheumatoid 
type, neverthelesse has been described, and in com- 


munities where tuberculosis is rife may ogcur in 


* 
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Fig. 2.— Low - power 
photomicrograph of a 
biopsy specimen from a 
patient presenting a dif- 
ferential problem between 
erythema nodosum and 
erythema induratum ( Ba- 
zin's disease). The area 
marked “X” here is en- 
larged in the high-power 
representation to show 
the beginning of necrosis. 


Fig. 3. — High - power 
photomicrograph of a ^3 xv | : Poe "m 
biopsy specimen from Ten m "1 DOE i Yo oe ENS A aye PY 
the same patient as in ¥ M ^ 2 Red Ver A, ae 
Figures 1 and 2. The 
area marked "X" in the 
low-power representation 
is enlarged here to show 
the beginning of necrosis. 
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pr: about 1.5% of the cases (Rheumatism and Arthritis : 
— XII Rheumatism Review, Ann. Int. Med. 50:372, 

. 1959). 
-* Dr. Morris Lemer: May I advance another 
~ hypothesis to explain the facts of this case? If 
E. | you do not think it too wierd, I will suggest that 
» this patient exhibits a sort of secondarism of 
— tuberculosis comparable to the secondarism of 
T syphilis. My argument would run as follows: The 
—— clinical and immunologic aspects of tuberculosis 
— and syphilis (and several other infectious diseases 
_ of both bacterial and mycotic cause) are remarkably 
~ similar. Let the course of syphilis be a paradigm, 
E and one can find events in tuberculosis (and those 
E diseases) that raggedly fit parts of that 
SH Eden. For example, the chancre of tuberculosis 
_ (Le, the primary complex in the skin) would not 
- be clinically distinguishable with certainty 
E ‘that of syphilis if the lesion were located on the 
E penis, nor would the chancre of syphilis be any 
. more clinically distinguishable from that of tuber- 
. culosis if it were located on an extragenital site, 
, given no history or given a history that makes 
either possibility likely. Prior to and during early 
- chancre formation in either disease there is system- 
ward dissemination of respective micro-organisms. 
"This can be confirmed clinically by regional 
A) B eienopathy and bacteriologically by special ex- 
~~» aminations of regional lymph nodes. Coincident 
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E 
B 
—— Diagnosis: Parapsoriasis en Plaques Associated 
E = with Monocytic Leukemia. Presented by Dm. 
Et t Max Worr. 
E. m^ Two years ago a white man, now 53 vears old, 
EC - developed a somewhat pruritic eruption on the 
L chest, flanks, and arms. His physician made a 
Nc - diagnosis of "fungous disease" and treated him 
L1 with Castellani’s paint to no avail. Four months 
He. ago the patient was hospitalized for severe anemia 
+». and shortness of breath. Examination of the skin 


gi 
CE 


|© .at this time showed numerous closely set, discrete, 
— — oval and band-like, finely scaling plaques gf brown 


k color on the chest walls. Similar lesions were 
© present on the shoulders, abdomen, and legs. In 
T the latter places purpura and punctate hemorrhages 
S seemed to be present in the lesions. j 


a 
The peripheral blood picture was remarkable 


T = for hemoglobin of 3.9 gm. % and a platelet count 
of but 14,000. 


TON Biopsy of a skin lesion was read by Dr. Arthur 
E B. Hyman as consistent with parapsoriasis en 


Submitted for publication May 11, 1960. 
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with these events, complex immunologic changes 
occur. In syphilis the result sometime later is 
secondarism, which may take the pfeecise form of 
this case, namely, fever and malaise, generalized 
lymphadenopathy, joint swelling and pain, lesions 
of ervthema nodosum, and specific lesions. With 
a little imagination one can $ee that this sort of 
development occurred in the patient presented 
response to the tubercle bacillus. Is it not likely 
that, whereas secondarism occurs 99.9905 of the 
time in syphilis, the same thing occurs in tubercu- 
losis 0.0176 of the time, and that this patient is an 
instance of the phenomenon ? 


Nodular Neurodermatitis of the 
Metastases ? 


Case for Diagnosis: 1. 
Legs? 2. Squamous-Cell Carcinoma with 

Presented by Dr. CONRAD STRITZLER. 
Dermatitis Medicamentosa? (Lead?) Presented 

FREDERICK REISS. 

Presented by DR. 


Presented by DR. 


Diagnosis: 
by Dr. 
Case for Diagnosis. Lours WEXLER. 


Diagnosis: Lichen Planopilaris. NORMAN 


B. KANOF. 


Diagnosis: Hailey-Hailey's Disease. Presented by Dr. Con- 
RAD STRITZLER. 
Diagnosis: Bullous Eruption. Presented by Dr. Ernst M. 


ROSENBAUM. 


Diagnosis: Lichen Planus Hypertrophicus. Presented by 
Dr. JOHN GARB. 

Diagnosis: Keratosis Follicul@ris, Presented by Dr. Con- 
RAD STRITZLER. 

Diagnosis: Guttate Parapsoriasis, Presented by Dr. ABRA- 
HAM |. Onruss. 


Case for Diagnosis: Guttate Parapsoriasis? Presented by 


Dr. AnRnAHAM J. Orruss. 


Fig. 1.—Clinical aspect of lesions of parapsoriasis 
en plaques associated with monocytic leukemia dis- 
tributed on the trunk. 
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Fig. 2.—Clinical aspect of lesions of parap=priasis 
en plaques associated with monocytic leuxemaa dis- 
tributed on the lower extremities. The prrpuric 


and petechial character of some of the -sions 
cannot be well portrayed in black and white 


plaques. It was specifically remarked that there 
was no evidence of mycosis fungoides. 

Material obtained from bone marrow aspsration 
of the iliac crest was read by Dr. G. R&enow 
as compatible with acute leukemia of morocytic 
type. 

The patient was treated with blood transfrsions, 
imidazolyl thioguanine (a purine antagorist , and 
prednisone when his condition worsened, Some im- 
provement occurred, and hemorrhagic tendencies 
which had previously been much in ev-lence 
diminished. The cytotoxic drug was dis-onanued 
when the bone marrow was found to be santy 


«nd the peripheral white cell count fell to 2,000. 


The patient was discharged from the hcspital 
improved, but shortly died of what seem d to 
be pneumonia, 


Discussion 


Dr. Gror@e RoskNow (by invitation): Para- 
psoriasis en plaques is regarded, by some derma- 
tologists, as a precursor of mycosis fungeides. 
While there are several reports in the hterature 





of the combination of leukemia and 
fungoides, I do not know of analogous findings 
of leukemia and  parapsoriasis en plaques. 


Whether the simultaneous occurrence in this patient 


had any real relationship or was only coincidental, 
cannot be answered. 


Among other things this case shows the superi- - | 


ority of bone marrow examination over peripheral 
blood problems of this sort. It is 
suggested that more marrow studies rather than 


studies in 


mere blood smears should be made in similar cases - 


of parapsoriasis en plaques. 


Dr. ArtHurR B. HyMAN: May I be informed if - 


the mames of Naegeli and Schilling are applied to 
two interpretations of the origin of the cell in 
monecytic leukemia, or to two different types of 
monecytic leukemia ? 

Dr. G. K. STEIGLEDER (by invitation): It has not 


been proved that it is necessary to discern between | 


monocytic leukemia of two types, namely, Naegeli 


and Schilling and Reschad. The cells in the blood. 


stream of cases of monocytic leukemia are most 
probably not immature myelogenous elements but 
monocytes. If we want to distinguish two types 


of monocytic leukemia with monocytoid elements 


in the blood stream, we should classify them as 
monocytic leukemia and histiocytic leukemia. In 
the frst type the monocytic cells in the blood 
strear1 would derive from the bone marrow; in 


mycosis - 


‘ 


the second type the histiocytes come from other ` 


tissues, including the skin. 
In the case presented by Dr. Wolf the parapsori- 
atic skin lesions could be a part of the whole 
disease. I do not see why a diagnosis of myelocytic- 
monocytic leukemia was made because there is no 
proof of the presence of myelogenous elements. 
Dr. ABRAHAM J. Onruss: There seems to be an 
indireet suggestion that bone marrow studies are 
routinely indicated in all cases of parapsoriasis. 
My personal opinion is that cases for such in- 
vestigation should be picked carefully. We see 
many cases of parapsoriasis that go on for years 
unchamged. I feel that the indications for bone 
marrow study are significant changes in the 
cutaneous lesions or symptoms such as itching. 
Dr. JoHN Gars: In a report on sternal marrow 
findings on 95 aspirations of 84 selected patients by 
Dr. Pascher and associates (Sternal 
Findings Sin Various Dermatoses, A.M.A. ARCH. 
Dermat. & SypuH. 66:251, 1952) changes of mono- 
cytic keukemia (Naegeli type) in marrow were 
found in one case and of lymphoblastoma (type 
gindetermined) in one other. Nonspecific changes 
were found in mycosis fungoides and Hodgkin’s 
disease 
Leukemia jin this patient may have been coinci- 
dehtal. However, if it is believed that some cases 
of parapsoriasis en plaques are mycosis fungoides 
from the beginning, then leukemia may have de- 
veloped spontaneously by reticulum cell differentia- 


227/1025 


Marrow 


" 


x. a 


- 


e 





wer 
"iw 


i 
hs Ss 


a 


be 





, "ims > um , 
ay) ee SA dde 


em 


xs S 





I2 


74 


274 
" 2 


^ 


PDT VV 


a 
E, 


"t. 


‘ 
Partnered ui 


a - ^ 


lae 


a 


. 


es 
tms 


E 
2, 


PLI 
A a" 


j^ 
-— 


Y à = 
&^ 3 ` 
43 Siw ze dn 5 


s * 
I9 E25 nm 


r^t 


B 
o ca ES CP 


Ww eer 1-19. 


a 
MY V 


r 


kf 






ion, or TUUM stimulation of reticulum cells ‘ey 
ad iation, chronic irritation, or chemotherapeutic 


EDE Max Worr: I want to emphasize that the 
eruption in my case had all the characteristic 
E sies of parapsoriasis en plaques and had not 
a m e slightest resemblance to mycosis fungoides 
33 as assumed by Dr. Garb. The lesions were not 
^ thickened ; the pruritus was only mild, and the 
“microscopic picture of the biopsy specimen did 
[nc ot correspond to the usual findings in the beginning 
tage of mycosis fungoides. The hemorrhagic 
Pc haracter of the lesions on the lower extremities is 
3 B crpiained by the severe concomitant thrombocyto- 
~ penia. Parapsoriasis en plaques is generally re- 
ae ia as a precursor of mycosis fungoides, 
although numerous cases of parapsoriasis of long 
= du uration have been recorded without ending in 
sag nycosis fungoides. The association of para- 
*. "psoriasis en plaques with acute monocytic leukemia 
is. a rather rare occurrence. Future observations 
; a ‘similar cases may reveal whether this association 
"4s purely coincidental. 


RU 


By Diagnosis: Lymphoblastoma Cutis, Recurrent 
E for 15 Years. Presented by Dr. CONRAD 
, Smurrzuer. | 


A 50-year-old housewife is presented with a 
_ stor of recurrent nodular eruptions on the face, 
gue and chest over the past 15 years. The 
latest episode occurred 15 months ago. The 
L present eruption consists of infiltrated, pink to 
$ brown nodules of different sizes on the cheeks, 
x oulders, and arms. There is no adenopathy and 
^" mo enlargement of liver and spleen. 

E - Biopsy reveals most of the cutis occupied by 
E. infiltrate consisting chiefly of mononuclear 
* cells surrounding capillaries, large cells with i irregu- 
ae ar nuclei, and reticulum cells. The histopathol- 
E diagnosis is lymphoblastoma cutis. 

~ Peripheral blood and sternal marrow studies 
| EC - produced normal findings. 


mee ^am "Treatment with superficial x-radiation and 
dA triethylenethiophosphoramide (thioTEPA) resulted 
po some improvement. 


„Diagnosis: Lymphoblastoma Cutis. Presented 
by Dr. Conran STRITZLER. e. 


PR) 54-year-old man is presented with an infil- 
rated nodular, and plaque-like eruption on the 
A face and back of three years’ duration. The 

|. eruption is asymptomatic. There is no Significant, 
T Booty; the liver and spleen are not palpable. 


_A biopsy from an infiltrated plaque on the back 
was reported as follows: ‘The epidermis is not 
affected. "Throughout the cutis there are well 
| EU defined aggregates of lymphocytic and pyknotic 
E. cells around the vessels. The features are those 

oof a lymphoblastoma of the leukemia group.” 
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Urinalysis, tieniti; and bone marrow ex- - 


aminations are normal. 


Treatment has consisted of a total of 600 r of 
superficial roentgen therapy to the affected areas 
over a period of eight weeks. The lesions flattened 
out and several disappeared. , Since August 1959 
the patient has been on 4-12 mg. of triamcinolone 
daily. A few months ago a lymph node was felt 
in the left parotid area. A few nodules persist on 
the back. 


Diagnosis: Lymphoblastoma Cutis (Leukemia 
Cutis, Probably Monocytic). Presented by 
Dr. CoNRAD STRITZLER. 


A 54-year-old man is presented with asynipa- 
matic, pinkish to bluish, infiltrated nodules and 
plaques, scattered over the chest, abdomen, back, 
and arms, of a few months’ duration. There is 
no significant adenopathy; the liver and spleen are 
palpable. 
Biopsy from an infiltrated plaque on the abdomen 
was reported as follows: “The epidermis is thin. 
The cutis shows infiltrates in streaks and aggre- 


gates of hyperchromatic «elis, with rather large © 


nuclei and scant cytoplasm. They are rather uni- 


form, and run between the collagen bundles. This 
lymphoblastoma is of the leukemia cutis group, 


and I think most likely of the monocytic type." 


Urinalysis, peripheral blood examination, and 
bone marrow studies are negative. 


Discussion 


Dr. GeorGE RoseNow (by invitation): Whether 
the cellular infiltrates of the cutis in all these cases 
consist of typical lymphocytes is not quite sure. 
Specific stains (e.g., Wright, Giesma) or imprints 
of the biopsy specimens would help in the differen- 
tiation of the cellular composition of these infil- 
trates. 


Dr. ABRAHAM J. Orruss: I must say that I 
am puzzled by this series of cases. We are all 


well acquainted with the type of cases that one — 


sees in the clinic with suspicious-looking lesions 
of the skin which are diagnose? as lymphoma or 
lymphoblastoma cutis. These cases seem to go 
on for years and do not behave clinically like a 
neoplasm. I wonder if our criteria for the diag- 
nosis of lymphoma of the skin ought not to be 


made more rigid in view of the frequency withe 


which this diagnosis is made and not borne out 
by the subsequent course of the diseases. 


With, reference to treatment of these cases, I - 
would strongly urge a conservative approach. If . 
a patient presents a nonsymptomatic plaque on - 
the skin which in no way interferes with function 
general health, I see no- 


or with comfort or witl 

reason whatsoevet for treatment. However, should 

tumors develop or should the lesions interfege with 
. " 


æ » s wm ^" k 
" 4 à EE». MORES no T “4 x 1 E 
THREE ue 1712 5 SS. DA. a> 
Vi SIDES Viena M SS Wee, ARA 















































SOCIETY à TRANSA OTONA 


Ve cele or should the itching become intolerable, 
‘then I believe that treatment is indicated. 

Dr. AnrRUR B. Hyman: In early stages of the 
.. lymphoblastomas the histologic picture 3s often 


d s AT just as lacking in definitive diagnostic qualities as 


is the clinical picture. There are limitations to 
histologic differentiation as there are to 1ematologic 


. differentiation. We therefore usually qualify the 


diagnoses with all kinds of loop-hole -erms. The 
cytologic difficulties in skin sections are much more 
complicated than in fresh hematologic smears be- 
cause the tissue processing results in comtraction 


and distortion of structure needed for diagnostic 


details about nuclei. Of course cases with saspicious 
pictures have gone on for years withou producing 
definite signs of lymphoblastoma, but, o3 the other 
hand, many have resulted in what was suspected. 
Therefore in every such case we can co 3o more 


than alert the clinician to such possibility. If 


the picture seems to us clearly lymphoblastomatous 
in nature, we similarly have to report ths, although 
we may prove, not rarely, to have erred. 
Dg. G. K. STEIGLEDER (by invitation): Smears 
from skin biopsies should be made ir æ cases 
suggestive of lymphobl&toma cutis. It = much 
easier to compare cells in smears from tissue rather 
than those same cells fixed in the ordinary way with 
. elements in peripheral blood and bone marrow. 
Dr. CONRAD STRITZLER: One of the discussers 
stated that since the histologic diagnoss was not 
definite, therapy was not indicated. You will note, 
however, if you read the histologic repert, that 
in one case the report quite clearly states the 
picture is that of a lymphoblastoma, while in the 
other two a definite diagnosis of leukemsza cutis 
is made. In one of these two cases, the patuologist 
even tells us the type of leukemia, i.e. memocytic 
. leukemia. 


Diagnosis: Tinea Circinata and Onyzhemyco- 
sis (Trichophyton Purpureum): Res stance to 
Griseofulvin During Uncontrolled Dsbetes. 
Presented by Dr. EpwAnD H. MANDEL 


A 53-year-old man sustained burns c= both 
hands four yearg ago. The finger nails and skin 
of the right hand never seemed to heal properly. 
Upon examination two years ago, the dorsum of 
the right hand and wrist showed erythema and 
papules. The palm of the right hanc -howed 
scaling, and the nails dystrophic changes Smears 
*from the involved areas showed fungal elements. 
The cultures grew T. purpureum (rubrum). 

—. Griseofulvin therapy was instituted bout six 
. months ago. The behavior of the cial 
 fungous infection was peculiar in that it would 
improve and then exacerbate despite continuous 
administratien of the antifungal antibictic Re- 
calling a vague story of a “little sugar" years 
ago, investigation for diabetes mellitus was ander- 
taken and diabetes was dpvlced found. The diabetes 
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was controlled with Ocitabe: ded pM 
continued. Then improvement became. pics ant n¢ 
continuous. 


Discussion 


Da. Maser G. SrLvegBERG: I would like to a 
the membership how many have treated miam | 
cosis with 4 tablets a day of Seer for. six Dr: 

mon hs without cure? CM 

Dr. ALEXANDER A. FISHER: In answer to Dr T 
Silverberg's question, I would like to state that i 
sometimes takes a full year of therapy vid S 
griseofulvin to cure a toe nail. Also one must be tu 
certain that the patient is actually taking the X 
griseofulvin as directed before it is concluded "x 
a treatment failure has occurred. E 

Dr. Conrap STRITZLER: On our service at Kings 
Courty Hospital we have now treated select 
hund-ed patients with griseofulvin, and have found | 
that many patients with T. rubrum infections ^ : 
respend well clinically, but cultures taken from ge 
the previously affected sites often remain posée 
We Lave been doing Trichophyton skin tests on all- 
of taese patients and there appears to be 
relation between the intensity or character of. che Y 
Trichophyton reaction and ne clinical response to: ; 
griseofulvin. Ev 

We have seen a fairly large group of children ^ 
with T. tonsurans scalp infections, and they re- 
spond quite as well as other cases of trichophyton 
infections. m 

Dr Max Worr: I think we should avail our- - 
selves of griseofulvin in all cases of T. rubrun os 
infections and not revert to the former ways o Xi- 
treatment. I had the opportunity of treating a Tea 
rubrum infection of the toe nails of a college b 
during a period of three years. The spreading oí 1m 
the infection from the toe nails to the hair follicle 
of the lower extremities and furthermore to thea ; 
finger nails could not be prevented by local ap- - 
plicat;ions of Verdefam, Onychophytex or bys 4 es 
repeated avulsions of the nails. This severe 
fungoas infection, however, was completely cured 
by griseofulvin. < A 


Dr. Epwarp H. ManpeL: In answer to die d 
questien raised about in vitro sensitivity tests of — 
fungi to griseofulvin, I may remark that such. 
tests are not, as a practical matter, as feasible 
or as zood as antibacterial tests to antibiotics. ~ 


In the management of superficial fungous - in- 
fectiors, with griseofulvin, the agent must tes B. 
administéred until every bit of infection has beer m 
"eradiczted. Premature cessation of treatment re 
sults im recrudescence of infection. Also local ¢ 
ditions like maceration and hyperhidrosis imt be | 
cembatted. E 

Wilson ( A.M.A. Arcu. Dermar. 80:709, 1959) 
and also Canizares and associates (A.M.A. ARCH. - 
Dermat. 80:705, 1959) are of the opinion that | re 
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Bia o ‘griseofulvin PEEL “infection e. T. 
E E. purpureum is not reduced by uncontrolled diabetes. 
^ The response in the patient presented is not in 
7 ja accord. with these opinions. However, these ob- 
Fe servers noted that spread of infection by T. rubrum 


syndrome. This I agree with. 


. eae 


P. I iagnosis: Normocholesteremic Xanthomatosis 
E ^ dn an Infant. Presented by Dm. A. J. Onruss 
re. and Dr. J. R. Rorcurorp (by invitation). 

| E. ^ An 18- month-old white boy has had a generalized 
eruption of discrete, yellowish papules since the 
Se ge of 3 months. The lesions are most numerous 
. on the shoulders, back, and face. New lesions con- 
D inue to appear. 

“There is no family history of metabolic dyscrasia 
tha’ would be relevant. 

~ Laboratory investigation with respect to blood 
and urine revealed normal findings. In particular 
lipid determinations give figures in normal ranges. 
EC `The biopsy interpretation is xanthoma. 

r E 

bi 1 | Discussion 

E Dr. AnrHuR B. Hyman: Dr. Fleischmajer and 


ET followed many cases of nevoxanthoendothelioma. 
i [ie found that thev all cleared completely by 
BE and we will shortly report the fact. 


. The term juvenile xanthoma is not good because 
AH E. it does not differentiate between nevoxanthoendo- 
thelioma, xanthoma of hypercholesteremia, and 
- xanthoma of histiocytosis X. The case in hand 
Ep normocholesteremic, but the mother gives a 
story of the child waking up several times in 
* she night to drink on account of thirst. The child 
may have diabetes insipidus. This is found as part 
of Hand-Schüller-Christian’s disease (histiocytosis 
< X) as well as in xanthoma disseminatum. Whether 
these conditions are one and the same is still 
sub judice. The term “xanthogranuloma,” intro- 
E due ced by Helwig refers to what we have been 
^ used to calling “nevoxanthoendothelioma,” and is 
l 4 Pii erati to the latter. However, for reasons I 
^ P annot go into here we are proposing the term 
p “juvenile giant-cell granuloma".as still better. 
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be Diagnosis: Chancre of Hard Palate? Presented 
f = ay Dr. Lours WEXLER. h 
Fan rx 

Er A 54-year-old Chinese man presents a lesion 


: I of the hard palate of three months' duration. 


E dn 1942 the patient was treated with arsenicals 
oa and bismuth for what is said to have béen latent 
po hili is. In 1950 he had 10 injections of penicillin. 
.. Serologic tests for syphilis were positive at the 
. time but tests several years later were supposed to 
| E "good." T . 


pr T 


4 p 





| Three weeks ago the lesion of the palate ap- 
=~ peared as an erythematous, indurated plaque 
measuring 2 cm. in diameter. The patient denies 
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abnormal sexual practices. 
by an individual, who is acclaimed to be competent 
in distinguishing spirochetes, revealed Treponema 
pallidum. Over a period of two weeks positive 
VDRL tests have shown rising titers. 


The patient is sensitive to penicillin and conse- 
quently was placed on a tetracycline. After two 
the lesion seems im- | 


weeks on the latter agent, 
proved. 


Discussion 


Dr. CONRAD STRITZLER: Everyone knows that 
it is verv difficult to differentiate the Spirochaeta 
(Treponema) microdentium 
from Treponema pallidum. I should think that the 


likelihood of contamination with these organisms 


would be considerable with a lesion in this location. 
A lymph node puncture would be preferable with 
this type of lesion, but there is no adenopathy. 
The lesion is not an erosion and does not have the 
rolled border characteristic of a chancre. I would 
hesitate to call this a primary lesion. 


Dr. Tutius H. PorLock: 


is, of course, a question as to whether he re- 
turned to complete seronegativity, i.e, to the pre- 
infected state. Now he has developed a lesion 
which it is clinically difficult to differentiate. [s 
it a chancre or a gumma? The dark-field examina- 
tion is said to be positive, but most of us hesitate 


to accept this finding as certain. But I am sure 


that a skilled person can differentiate between 
Treponema pallidum and the saprophytic spiro- 
chetes in the mouth. Moreover, since penicillin we 
have begun to see peculiar clinical manifestations 
of syphilis, particularly in syphilitic patients previ- 
ously treated with the older methods or with 
penicillin. They develop lesions that are not classical 
in appearance. What I wish to stress is that treat- 
ment modifies the immunological interaction be- 
tween organism and host. Consequently we see 
forms of syphilis that are different in appearance 


from the clear-cut lesions noted by the older | 


syphilologists. By site and appefrance this lesion 
should be a gumma. By dark-field findings it is 
a syphilid of an early stage of the disease. I am 
convinced that the treatment of the patient’s origi- 
nal syphilis is what makes this new infection so 
odd in appearance. 


Dr. MABEL G. SILVERBERG: I think this is a 


case of early syphilis of the hard palate. The 
dark- -field examination was performed by one of 


the most competent technicians in the city and | 


was reported as positive for Treponema pallidum. 


It is true that T. microdentium can be confused | 


with T. pallidum but this is mostly likely around 


the gums. On the palate the saprophytic spiro- 


chetes are less likely to be present. 





Dark-field examination ~ a 


and macrodentium 


This patient was 
treated for syphilis a nunsber of years ago. There © 
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Jiagn Se FARN Má. " Loukosslel Dish Néa- 
© speci: Skin Eruption, Presented by Dr. ANDREW G. 
RANKS © nd Dr. Bernard I. Gorpon (by invitation). 
nosis: Derfpatophytosis, Generalized, Not Responding 
Er Presented by Dr. ABRAHAM J. Orruss 
and. Dr. Norman CARDON (by invitation). 
isguesis: Arsenical Keratosis and Epithelioma 
| Finger. Presented by, Dr. Max BraitMan. 


of a 


E MANHATTAN DERMATOLOGICAL SOCIETY 
i > Adan Brodey, M.D., President 
à P . Maurice J. Costello, M.D., Secretary 
opines Apri 12, 1960 
E Fa 
NE Alopecia Universalis at Two Years of Age. 
| = P s Presented by Dr. NATHAN SOBEL. 
E —— A girl, aged 12, developed 2 silver-dollar-sized 
Beo -~ bald areas in the occipital region at the age of 
2 2 years. New bald areas continued to develop until 
— — — the child was 314 years, when she hac lost all the 
— — — hair of the scalp, eyebrows, eyelashes, and fore- 
vy arms. There was no regrowth of hair until she 
3 "was 6. At that time? a pediatrician prescribed 
a Metroton tablets (2.5 mg. prednisone and 2 mg. 
dz. of an antihistamine) for a coincidental atopic 
- dermatitis. For the first 2 weeks the dose was 4 


tablets daily, later 3. All the hair began to grow 

. at about the same time, approximately 3 months 

. after the medication was begun, and then it grew 
— A plentifully. The patient has been on the tablets 
— for the past 114 years, taking them for 2 to 3 
months, often no more than 14 to 1 tablet daily, 
and then with interludes of nonmedication of a 
month at a time. During July and Aug. 1959, she 
D. took no medication, and then resumec it in Sep- 





Mt tember. Recently she has been taking only 14 
^ tablet daily. About 2 weeks ago hair less recurred 
a on the scalp above each ear. 

= There is a palm-sized bald area on the scalp just 
E À above the right ear, which is typical ef alopecia 
ECC areata. A somewhat smaller bald area is seen 


just above the left ear. The patient has an ex- 
tensive dermatigis in both antecubital areas. 


Discussion 





Dr. ANnpreEw G. FRANKS (by invitation): I 
= think most.of us have had very good results in 
3 * the last few years with the corticosteroids. The 


B. only question that arose in my mind was whether 
E í she would have to be kept on a maintenance dose, 
ea Se ~ to prevent further falling out of hair. The father 
bs. ` Says she begins to lose hair unless she is kept on 
b DN. < steroids. 


. Dx Joan W. Dovucuerty: | wonder if it is 
A worth while keeping a child on steroids for a 


| Submitted for publication June 20, 1960. 
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Dienes Chronic Radiodérenatitia, Metastatic $ kin L 
(rom Breast). Presented by Dr. Tsi Gare "and Dx 
Murray Kamn (by invitation). i E ; 

Diagnosis: Accidental Reinoculation of Vaccinia, Pres 
bw Dr. InviNG D. EnRENFELD. sdt- E 
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be Dr. Max Worr. 


proonged period—or an adult, ir that matte 
jus- to promote hair growth. It takes only 4 
days of steroid therapy to discourage the adre eni 
glaad. Here we are tampering with the patie: nts. 
internal environment with a hormone that ] 
not just side-effects, but physiologic effects. | 

DR. A. C. CrPorLAgo: I have been watcl b. 
this child since she was a few months old. She 
has had alopecia areata and neurodermati tis. I 
treeted her with conservative measures, and | the 
dermatitis was under better control then be t 
is row, under steroid therapy. The alopecia : woul 
improve and then get worse. I assured the parents 
her hair would come back. A few years ago tl hi 
fatter asked about steroid therapy, and I sa id 1 
was against it. I think the risk of steroid medica 
tion far outweighs the good that we can get e ther | 
for neurodermatitis or alopecia. Certainly I t hink 
it is unwise to continue steroid therapy. At. the 
rate it has been given, sooner or later the cl ild. 
is going to develop serious complications. Here are. 
2 diseases, neither of which affects the health, < 
she is being treated with dangerous drugs 3 
migat jeopardize her health. I so informed the. 
father, who is a physician. Now, in spite of: ste 
adnanistration, the alopecia is returning, an 
eczema is worse. pi 

Dm. Aprtan Bropey: Do you think there a a 
correlation between the exacerbations of neuro-~ 
dermatitis and alopecia? | b. pco 


De. A. C. CreoLLARO: I never noticed dto It 
woud be reasonable to assume that they would go 
hand if hand. 


As > $y | 
* | et. 
De. WILBERT SACHS: It is my opinion t nat 
stereids have little or no effect on regro vt h 

hair The evidence is more against than eh E 
of their use. 


T3 


d 


= 


Da. SAMuEL M. Peck: In using. dioi he 
a dector must have not only a lot of cogi 
„but also & thorough knowledge of the adva ar 
"and disadvantages, i.e, side-effects, of any | 
used There is no doubt that the steroids pe been - 


abused, but all of us have had patients who 1 Esc 
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x on the verge of asian because of some persistent 
ra in eruption, incurable or thought to be incurable. 
U Vho would deny steroids to an asthmatic who was 
E apidly going downhill and not held by other 
~~ therapy? I would still use steroids in cases of 
T total alopecia areata. At one time I felt much 
. be tter about the continuous use of steroids in such 
a ses, because I believed that simultaneous ad- 
2M ninistration of ACTH prevented adrenal atrophy. 
| eT. am not so sure of this any more, but studies 
F. carried out in England seem to indicate that ad- 
- "ministration of ACTH with oral steroid therapy 
E oe to diminish adrenal atrophy. 
. Everyone knows that ordinary alopecia areata 
E up in many instances without any therapy 
> atsoever. 
Dr. Davi» Broow: Although in alopecia areata 
ere is usually no indication for administration 
E steroids, it should be tried in alopecia areata 
"totalis. It is the best treatment we have to offer 
| -. these patients, who suffer immensely. 
Pp o ApRIAN Bropey: My own experience with 
~ alopecia totalis would indicate that steroids are 
of value. The disease is evidently not as rare in 
— children as one might think. I recently saw a child 
tof 7 who had been so afflicted since the age of 
A 17 months. I had thought the paramount com- 
po onent might be psychogenic rather than endo- 
a i opathic, I believe all these patients should have 
he benefit of a psychiatric work-up. It may not 
` be therapeutically helpful, but we may gain further 
è insight into the pathogenesis of the disease. 
O DR A. C. CrrorrAmRo: Do steroids cure all cases 
of alopecia? I am very dubious. 


Dr. SAMUEL M. Peck: I stop if there are no 
4 iesults after a few weeks. 


Bs Sage NATHAN SoBEL: I was interested in show- 
y this case because it started at the age of 2. 
itfon notes a case of alopecia at the age of 
bs months, but I had never seen it at that age. 
ts teroids are said to interfere with the normal 
| growth of children if they are taken in large 
E eno gh doses for a period of time. There is no 
> hereditary element in this case, although that is 
- supposed to be a factor. The father, a physician, 
ES 1ought the child was getting a minute amount 
+ ef corticosteroid in a mixed preparation, but ac- 
Es ually she is getting 10 mg. a day. Concerfting the 
psychogenic element, I see as many articles saying 
“that is absent as claiming it is wholly responsible. 
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B bcomedt Pustular Dermatosis. Preserted by 
Dr. Jonn W. DOUGHERTY. 

E An obese white woman, aged 35, has had a wide- 
N spread pruritic eruption for the past 6 years. She 
has been under the care of her loc&l medical 
- doctor, who has given her large doses of steroids 
P -and broad-spectrum antibiotics, with partial con- 
X trol of the eruption. 
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In the ox few Acc she bis tad a flareiip 
of the eruption with each menstrual period. The 
last episode has persisted, with chis and impair- 
ment of appetite. She has had no ofal lesions, but 
scalp lesions have occurred in the past. 


Numerous large, flaccid, pustular bullae are 
scattered over the entire integument, except for 
the face, palms, and soles. Some 6f these lesions 
do not have an erythematous base. Healed lesions 
give the impression of a psoriasiform eruption. 

Urinalysis was within normal limits. Blood count 
showed 14,400 white cells and no eosinophils. A 
culture for fungi was negative. 

Biopsy showed a pronounced subcorneal pustule. 
There was a very mild perivascular infiltrate of 
lymphocytes in the dermis, much less than one 
would expect with the clinical picture. 


Discussion 


Dr. WiLBERT SAcHs: I saw the slide, and the 
lesion was impetiginous. I think it was not taken 
from the right area. All I could see was a neuro- 
dermatitic reaction as in Duhring’s disease. I 
would suggest a bullous lesion for biopsy. 

Dr. Anprew G. Franks (by invitation) : These 
pustular lesions are secondary now. I thought 
when the eruption first began that it was perhaps 
erythema multiforme of the pemphigoid type. 

Dr. A. C. CrPortLARo: The entity presented to- 
night is rare and not recognized. I didn't recognize 
the first case I had, but did the second. This one 
is much more extensive than either one of mine. 
I hospitalized my first patient half a dozen times. 


He was unable to work, and I realized I was 


dealing with a variant of Duhring's disease. Dr. 
Costello took him over, and he confirmed the diag- 
nosis. I had another man who was hospitalized at 
New York Hospital with what was thought to be 
extensive pyoderma. After studying him for a 
while, I finally thought that he, too, had this un- 
usual variant of Duhring's disease. Histologically, 
there are features that resemble that entity. The 
primary lesion is always a vesicle, not a pustule. 
There is itching as in Duhring's disease, and they 
run a long, chronic course. They® respond to the 
sulfonamides. I sent my 2 cases to Dr. Costello 
because he was studying the disease at the time, 
and they responded to treatment. They did get 
slight recurrences, but they were at least useful 
and able to get back to work. This is a disabling 
disease, and more of us should be aware of the 
entity. 

* Dr. Aprtan Bropey: I agree with the diagnosis. 
The absemce of itching and the favorable response 
to corticosteroids are consistent with this diag- 
nosis. I would recommend  sulfapyridine or 
Promacetin as a therapeutic test. 


Dr. Jonn W. DoucurnTv: A bulla was excised 
and got washed off in the fixing. There' was no 
o 
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reaction in the cutis B the bulla was, and I 
think that is significant. The patient started sulfa- 


pyridine today. According to the literature on this 


. condition, it geems as though pustular Duhring’s 
disease and this condition almost merge. The lack 


of eosinophils and any finding in the biopsy, except 
a subcorneal pustule, we think, point to the diag- 
nosis given. ° 


Leprosy. Presented by Dr. NATHAN SOBEL. 


A Puerto Rican woman, aged 52, was first seen 
at the Skin and Cancer clinic on May 11, 1959, 
complaining of an eruption which had been present 


for over 20 years. She came to this country in 


1920. Several years ago she was studied at the 
Columbia-Presbyterian Medical Center and re- 
ceived injection therapy, without improvement. 

There are many dusky, erythematous, infiltrated 
macular and nodular lesions involving chiefly the 
buttocks, extensor surfaces of the arms, and right 
side of the chest. The lesions are confuent and 
vary in size and shape, and the eruption as a 
whole is extensive and symmetrical. 

The urinalysis and repeated blood tests and 
counts have been within normal limits. Serologic 
tests for syphilis have Been negative, and a roent- 
genogram of the chest was normal. A nasal smear 
was negative for Mycobacterium leprae (lepra 
bacilli). A histamine test on an uninvolved area 
of the right arm resulted in a flare plus a wheal; 
on the involved region of the right arm there was 
a wheal and no flare. A lepromin test produced a 
pea-sized papule. Tests with old tuberculin were 
negative in dilutions from 1:1,000,000 to 1:10,000. 

Histologic examination revealed a sarcoid re- 
action. Throughout the corium and extending into 
the subcutaneous fat were well-defined masses 
composed of epithelioid cells and feam cells. 
Langhan’s giant cells were seen. There was hardly 
any inflammatory reaction. The epidermis showed 
effacement of the rete ridges. Acid-fast stains 
were negative for lepra bacilli. 


Discussion 


Dr. WirBERTeSACHs: I saw the slide, and I 
think the diagnosis can be made on it I believe 
one should look for the organism. 

Dr. ORLANDO CANIzARES: I agree that nasal 
smears are being abandoned. In the lepromatous 
e form the organisms are found, but in tħe tubercu- 
*-joid form they are apt to be absent. This case is 
a little difficult to classify, but if inwestigations 
for Hansen's bacilli are persistently nezative and 
only inflammatory tissue is found, I think we will 
have to classify it in the indeterminate group. 
However, it will still have to be classified as 
leprosy. y 
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beds Dechiend Syadpemi. Presented by 

PAUL Rees, E ee 

Proctologic examination Mevealed. a hyperplast 
polyp about 15 cm. above the anus. This Was. " 
moved, and microscopic examination was consis len 2i 
with the diagnosis. A barium enema with air cO: on- - 
trast, on Sept. 15, revealed a lesion in the descend- | 
ing colon which was suggestive of a polyp abou E 
1 cn. in diameter. Roentgenograms of the small... 
intestines were normal on Jan. 11, 1960. | E 


The patient has 6 children. One daughter has“ 
pigmented spots on the vermilion border and- 
bucal mucosa, and roentgenologic findings wer 1 
corsistent with multiple polyposis of the small i n Y 
testines. Another daughter is said to have a fe v € 
spats on the lips. d. 
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Dr. NATHAN SoBEL: We have seen a numbe r^ 
of these cases, more in women, I think, althougt Er 
I secently saw the syndrome in a man of 75 who ~ 
had just been operated on for carcinoma of ths 
cobn. Polyps are more dangerous in the colon. © 
Ycu don't often get carcinoma. from these polyps- 
possibly in 8% or 10%—we thought it was more i 
then that. So while thev must be watched, | 
pregnosis isn't so bad. But it is a very interesti 
coadition because you can suggest internal ex- - 
amination in the presence of the cutaneous findings us 
Jr. Jonn W. DoucuHerty: I understand there” 
is more danger from intussusception than from ~ 
ca-cinoma, unless the polyps are in the large bov vel. 
Dr. Davin Bioom: In addition to the pigmenta ce 
ticn of the lips and buccal mucosa, this patient 
shows nail pigmentation, which must be very ra am 
I know of reports of onychodystrophy in ui: 
syndrome, but not of such linear pigmentation | ofi 
the nails. = 2 
Dr. ApRrAN Bropey: There are many insta ves =r 
of forme fruste in this disease in which the pig z-i 
mentation is minimal, and polyposis may or ma e> 
net be present. LZ 


Alopecia Areata at Age of Four. Presented by Dr. R. NATHAN 


SOBEL, c | 
Sderoderma (Cireumsceribed, or Diffuse Progrossiseb). 
sented by Dr. ADRIAN Bropey. ax 


Kaposi's Sarcoma. Presented by Dr. THomas N. GRAHA) E k 


Dltisdiideruial Basal-Cell Epithelioma, Presented by Da; x 
NATHAN SOBEL. 


Keratesis Follicularis. Presented by Dr. NATHAN Sone EE 
A Case for Diagnosis (Aphthosis?). Presented by Dg. 
NATHAN SOBEL. M 


A Case for Diagnosis (Chronic Discoid Lupus E hemato- ks 
sus? Polymorphous Light Eruption ?). Presented by. Dr l 
ADRIAN BRODEY. E 1 


L-mphoblasfoma (Type Undetermined); Hypertrop! 
Lichen Planus. Presented by Dr. NATHAN Soart. 
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| Abstracted by Arthur L. Norins, M.D. 
Vol. 69, June, 1960 


. Tetracycline Fluorescence in Malignant Tumors and Benign Ulcers. P. S. Vassar, 
A. M. Saunders, and C. F. A. Culling. 


te Malignant human tumors were found to fluoresce after the administration of tetracycline. er 

: j^ The fluorescence was noted in both gross and microscopic preparations. It was different than ae 

. the autofluorescence seen in some lesions. Fluorescence was observed in the histiocytes and 

Y in debris but not in the malignant cells. Fluorescence was also induced in nonspecific skin 

ES 4 ulcerations. 

A. A.M.A. Journal of Diseases of Children 
Abstracted by Arthur L. Norins, M.D. 








Vol. 99, April, 1960 TT 
A Specific Skin Lesion in Gargoylism. ‘Stanley Levin. ki 
$ Symmetrical, grouped, small nontender pea-sized nodules were noted in 2*cases of gargoylism. 
E^ aon hey are commonly located on the outer thighs, up pper extremities, and chest. This finding 
EC d ds felt to be pathognomonic of gargoylism. le nodules are due to the deposition of abnormal 
Bc ` amounts of a mucopolysaccharide. S | 
AY Ae 2 | 
SS ek eae Actas dermo-sifiliográficas 
d js M ues oe MUR Abstracted by Orlando Canizares, M.D. 
Sag 
E Vol. 50, October, 1959 
? Present Status of the Problem of Melanogenesis. A. P. Rodriguez Perez. 
i= This i is a well-documented and extensive review of Bs present status of melanogenesis, in b 
EU sihich the author also presents his personal views on the subject. = 
~ The Treatment of Dermatitis Herpetiformis (Duhring) and Herpes Gestationis Sulfa- E. 
E . methoxypyridazine. X. Vilanova and J. M. de Moragas r3 r 
e — The authors report 4 cases of dermatitis herpetiformis and 1 of herpes gestationis treated i 
! i o with sulfamethoxypyridazine with satisfactory results. The treatment was started with 1 gm, cuna 
E. a day given in 2 doses, and the amount was increased or decreased, depending on the clinical MES 
^ response. A maintenance dose was necessary in some cases; in others the medication was T 
‘a que . discontinued and was administered with success when another attack developed. e ph 3 
P e Dermovenereological Statistics in Health Insurance. Antonio Zubiri. 75 a 
D. The author presents a statistical study of the cases observed at the Health Insurance a 
Er. - Clinic for Dermatology and Venereology at Zaragoza (Spain) in 1957 and 1958. It shows 
EV - that venereal diseases were only 2.82% of the total attendance and that the types of dermatoses Nike Th, 
E. - is " observed resembled those of private practice, | 4 
E Vol. 50, December, 1959 M 
/ E Lymphogranuloma Venereum in Zaragoza (Spain). Esluardo de Gregorio. : à 
^ eM _ The author presents a historic, epidemiologic, and clinical review of 954 cases of lympho- $ 
Eoo granuloma venereum observed durfng the last 30 years. In 1936, 150 cases were seen ,but in > Dental 
7 recent years there has been a sharp decline in its incidence. Only one case was seen in 1955 Rut 
=  . and none since. Le i Salas ae 
EE 234/1032 WANT MM. ger 
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ABSTRACTS FROM CURRENT LITERATURE 


American Journal of Medicine 
Abstracted by Arthur L. Norins, M.D. 


Vol. 26, June, 1959 


Pheochromocytoma Associated with Multiple Neurofibromatosis and Intracranial He- E 3 : 


mangioma. UR. C. Chapman, V. E. Kemp, and L Taliaferro. 


Three cases are described in which there is an association of neurofibromatosis with - 


pheochromocytoma. The relationshio between these ccnditions and other neurocutaneous syn- 
dromes is pointed out, and an attemot is made to explzin this relationship on an embryological 
basis. The presence of pheochromccytoma should be considered in patients with neurofibro- 
matosis. ' 


American Practitioner and Digest of Treatment 
Abstractel by Arthur L. Norins, M.D. 


Vol. 11, June, 1960 
Measurement of Natural Skin Oi: Influence of Topically Applied Hormones upon Its 
Production. Herbert J. Spoor. 
Osmic acid is used to determine he presence and amount of natural human skin oil. This 
method is then utilized to show that the combination of estrogen and progesterone in a cream 
produces an increase in skin oil procuction. 


Anais brasileiros de dermatolcgia e sifilografia 
Abstractec by Orlando Can zares, M.D. 


Vol. 34, June, 1959 
A New Treatment for Psoriasis: Preliminary Repo-t. Paulo Cardozo Legene. 

The author reports 2 cases of psoriasis who had ciabetes. and received oral medications 
for this latter condition. In both cases the psoriatic lesions involuted in 4 to 6 weeks. In 
view of this the author suggests tha- antidiabetic oral drugs deserve a trial in the treatment 
of psoriasis. 


Archiv für klinische und experimentelle Dermatologie 
Abstractec by Alfred Hollaader, M.D. 


Vol. 210, 1960 
Keratosis Follicularis with Alopecia, Hypohidrosis, end Abortive Palmar-Plantar Kera- 
toses. A. Greither. 


In 3 generations of one family 7 females were found showing the following characteristics : 
partial to total alopecia, slowly developing during puoerty and becoming stationary with 
menopause; keratosis follicularis of the scalp; palmar ard plantar keratoses; imperfect teeth; 
brittle nails; lentiginosis centrofaciabs, and hypohidrosis increasing with age. Differences 
between this combination of symptoms and the various forms of hypotrichosis congenita, 
keratosis folliularis spinulosa decalvaas, and ectodermal dysplasia are discussed. 


Genesis of Hyperlipemic Xanthomatoses. H. Fischer and W. Nikolowski. 

Five cases of idiopathic hyperliperaic, 3 of diabetic, and 3 of biliary xanthomatoses are 
reviewed. Hyperlipemic xanthomatoses primarily show ®roliferation of reticulohistiocytic 
elements preceded by circulatory disturoance (prestasis). Hyperlipemic and hypercholesteremic 
xanthomatoses reveal histologic differences. 


Macroglobulinemic Reticular Hyperplasia of Skin. H A. Gottron, G. W. Korting, and 
W. Nikolowski. i 
In an 84-year-old man and a 53-yefr-old woman nodular infiltrates of the skin were ob- 
served, the histologic diagnosis of which encountered difficulties. Finally PAS-positive nuclear 
inclusions were found within the cutaneous infiltrate? It led to findings of macroglobulinemia. 
The authors feel. that macroglobulinemia exists in connection with the following findings: 
multicentrically developing deép cutaneous-subcutaneous imfiltrates; sarcoma-like architecture; 


 alveglar, reticular-like structure of infi trate; oligomorphi- cytology with plasmacytoid trans- 
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ARCHIVES OF DERMATOLOGY 


formations; varying PAS reactivity of collagenous tissue within His infiltrate; and PAS- 
positive nuclear inclusions. 


Percutaneous Absorption of Craii (Cr?) of 3 and 6 Valences: Len of 
Contact Dermatitis. E. Schwarz and H. W. Spier. 

Percutaneous absorption of radioactive chromium (Cr™) in aqueous solution as Cr* anion 
with and without sodium lauryl sulfate and as Cr? kation was examined in „guinea pigs. 
Absorption by subcutaneous lymph glands, spleen, liver, kidney, blood serum, "erythrocytes, 
and leukocytes, and excretion of urine and feces were measured. After passing the intact 
epidermis the largest part of radioactive chromium was found in subcutaneous lymph glands. 
A smaller amount of Cr* was found in lymph glands if the epidermis was traumatized. These 
findings may be of value in the pathogenesis of contact dermatitis. 


Methodic Contribution to Determination of Skin Lipids. R. Haensch. 

Special filter paper (Whatman No. 1) is used for the removal of skin lipids. Thereafter 
it is stained with Sudan black (14 saturated solution in 50% ethyl alcohol) and eluated, and 
photometric determination of the color intensity is made. 


Isolated Keratohyalin Structures in Spongiform Pustule. G. W. Korting. 

Histologic examination of a pinhead-sized exudative guttate lesion of psoriasis matted a 
subcorneal pustule with trabecular structure of the marginal zone. The upper two-thirds of 
the pustule showed fusiform-granular elements representing keratohyalin structures. Feulgen 

and PAS reactions of these structures were negative, whereas gallocyanin-chrome alum stain 
(Einarson) was positive. 


Surface Relief of Psoriasis. S. Hanusova. 

A The surface relief of psoriasis was examined with the aid of Neie microrelief speci- 
mens and stained specimens prepared by the adhesion method. All specimens were taken 
from the medial aspect of the left forearm. The use of these methods makes it possible 
to observe the psoriatic lesions like a geographical map and to study the various stages of 
the lesions. Parakeratosis in psoriasis is characteristic and is distinguishable from parakeratosis 
in other dermatoses. 


Porphyria Cutanea Tarda: III. Porphyrin Findings in Organs, Body Secretions and 
Excretions (Except Urine). H. Ippen. 

In porphyria cutanea tarda an increase of fecal porphyrins is often found. Only a few 
findings of increased porphyrins in bile, duodenal juice, and in the skeleton are reported. Skin, 
mucous membrane, muscle, connective tissue, and nerve do not show increased porphyrins. 
There are no porphyrin deposits in the teeth. Blood has the function of transporting porphyrin. 
Findings of high concentration of uroporphyrin in the liver speak for the importance of this 
organ in the production of pathologic quantities in porphyria cutanea tarda. Other organs 
do not show increased porphyrin. 





Examinations for “Vascular Allergy.” S. G. Nicolau and A. Badanoiu. 


cam The authors injected antigen into the veins of the ears of normal and sensitized rabbits 
zx GR and conclude that an antigen-antibody conflict is produced in the lumen of the blood vessel 
fy which represents the real shock organ and from which perivascular changes ogiginate. 


Contribution to Darier-like Atypia of Senile Keratosis (Warty Dyskeratoma). H. Tritsch. 

. Clinical and histologic descriptions of 2 cases of a small wart-like tumor of the cheek and 
scalp are given. This tumor which Szymanski called warty dyskeratoma is considered by the 
author as senile keratosis with Darier-like atypia (Freudenthal). 


Basal-Cell Nevus. W. Thies, H. Dorn, and H. J. Weise. 
Histologic examination of 4 cases of basal-cell nevus supports the theory of its origin from 
the primary epithelial germ. P 


e. 
Lipodystrophia Progressiva. H. Langhof and R. Zabel. 

A case of lipodystrophia pyogressiva in a woman, first described by A. Simons in 1911, 
was reexamined after 47 years, at age 71. The lipodystrophia had remained statiofary. Dis- 
turbance of fat distribution was restricted to the subcutaneous fatty tissue; there was normal 
fatty tissue in the omentum majus and the ligamentum falciforme. No mobilization of fat from 
fatty tissue was found. . 
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ABSTRACTS FROM CURRENT LITERATURE 


Cytodiagnosis of Vesicle Base in Dermatitis and Sc-Called Id Reaction. W. Hauser. 


Cytologic examination of the base of vesicles was carried out in 12 patients with contact 
dermatitis,e with probable contact dermatitis, and 11 with seborrheic dermatitis. In contact 
deitatis "86. 7% lymphomonocytes and 13.3% neutrophils were found; there were more 
neutrophils in seborrheic dermatitis. Cytology of the vesicle base in 31 patients with contact 
dermatitis and vesicular patch test reactions and in 1$ patients with id reactions showed a 
predominance of'lymphomonocytes. The author recommends cytologic examination for the 
evaluation of various forms of dermatitis and patch fest reactions. 


Cytodiagnosis of Tumors and Reticuloses of Skin. W. Hauser. 


The author describes his cytodizgnostic results in basal- and squamous-cell carcinomas, 
malignant melanoma, Bowen's disease, sarcoma of skia, reticulosis of skin (lymphogranulo- 
matosis, mycosis fungoides, lipomelanotic reticulosis), and metastatic tumors of skin. Cyto- 
diagnosis is recommended in these cenditions because o^ its simplicity. 


Experimental Study of Cutaneous Allergic Shock. 5. G. Nicolau and A. Badanoiu. 

Normal rabbits were injected wich serum of rabbis sensitized with allergens of staph- 
ylococci, proteins, and tuberculins. Serum injections of fhus sensitized rabbits caused cutaneous 
nodular changes consisting mostly of polynuclear cells end accompanied by extensive changes 
of arterioles in the surrounding area. The first vascula- changes occurred in the endothelium 
of these arterioles. In the course of -utaneous allergy antibodies are fixed to endothelial cells 
representing the first element of sheck. Further chanzes of the vascular and perivascular 
tissue elements are secondary. 


a 


>? 
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Nosology of Nevus Flammeus. H. Hauss. 


In a young womait with nevus flammeus of the left zygomatic region, left eie left upper 
lip, and left maxillary gingiva hypert-ophic gingivitis o: the left maxillary and submaxillary 
regions developed during pregnancy. This observation saows that structural tissue anomalies 
may occur in nevus flammeus resultirg in a disturbance of tissue growth coordination of a 
well-defined region of the body. 


Examinations of Reactions of the Organism to Application of Bacterial Stimulants as 
Nonspecific Provocative Therapy. J. Meyer-Roha and A. Vogel. 

Intravenous injections of bacterial lipopolysaccharides were given to 2,000 persons. Various 
reactions, such as fever, increase of granular leukocytes, and decrease of lymphocytes and 
eosinophils in the blood, as well as increase of fibrinolytic activity, were observed. Chronic 
eczema, urticaria with unknown etiology, and chronic leg ulcers are mentioned as indications 
for the treatment with bacterial lipopolysaccharides. Sach treatment represents nonspecific 
provocative (Reizkorper) therapy. 


Studies on Treponemas for Development of Resistance to Penicillin and Terramycin in 
Vitro. U. Berger and H. Marggraf. 

The authors succeeded with in vitrc inhibition tests in multiplying 100 times the resistance 
of a Reiter strain to penicillin and 8 fimes that to terramycin. Two oral Treponema strains 
under equal conditions showed a 12 to 50 times increase of resistance to penicillin and 16 to 
22 times incre&se to Terramycin. The authors conclude “rom their studies on nonpathogenic 
treponemas that a decrease of penicillia sensitivity to Treponema cannot be ruled out. 


Acrogeria (Gottron). Th. Grüneberg. 


A case of acrogeria, first described in 1951, was remain 6d after 10 years when the 
girl was 16 years of age. There was pronounced cutaneous and subcutaneous atrophy of the 
dorsa of the hands and feet, slight atrophy of the tip of -he nose, and minimal bone involve- 
ment. Neither disturbance of internal secretion nor orgcmic and functional angiopathy was 
found. Reexamination revealed normal developménts of s*x organs and secondary sex char- 
acteristics. * 


Differences of Eosinopenia in Relatior to Dexamethasone Medication. H. Holzmann and 
G. W. Korting. 
In 31 dermatologic patients intramuscular injection of 1 mg. dexomethasone caused a more 
pronounced eosinopenia than 1 mg. given orally. 
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Clinical Observations and Animal Experiments on Gonadotropin Therapy: Evaluation 
of *Hormonal Quotient" in Acne Vulgaris. R. Zabel. 


On the basis of clinical observations on 25 acne patients and studies on 40 adfilt and 50 
infantile female rats, the author feels that in acne vulgaris gonadotropin therapy is not 
justified; follicle hormone should preferably be used. The hormonal quotient (relation of 
androgen and progesterone to estrogen) is of relative value only. 
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Vol. 211, 1960 ° 
Proceedings of the 24th Meeting of the German Dermatological Society. H. Th. Schreus. 


Volume 211 deals exclusively with the proceedings of the 24th meeting of the German 
Dermatological Society, held in Diisseldorf, Sept. 10-13, 1958. Oscar Gans as president empha- 
sized in his opening speech that the dermatologist must consider the entire human organism 
in order to carry out meaningful therapy; yet he should keep in mind that interference with 
functions of the entire body should be avoided as long as local measures will achieve a 
sufficient result. The dermatologist will maintain his position among other medical specialties 
only if he is superior to others in diagnosis and treatment of cutaneous diseases. 
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The following main subjects were presented : 


l. Electron microscopic structure of the skin. E. Horstmann reviewed the electron mi- 
croscopic structure of cells of the skin. He also discussed specific structures of the skin, such 
as epidermis, its appendages, and connective tissue. Th. Nemetschek reviewed the intercellular 
substances of connective tissue, which he divides into collagen, elastin, tropocollagen, ele- 
mentary fibrils, basal membrane, and ground substance, the latter made up of mucopoly- 
saccharide, glycoprotein, nucleic acids, and enzymes. 

2. Documentation in dermatology. W. Schulze explained the definitign of documentation. 
He described the various means with which a thorough documentation can be achieved in 
dermatology: record, black-white and color photography, and moulage. In the discussion 
H. W. Siemens pointed out the importance of a meaningful record. 

3. State of enzyme study in dermatology. G. Leonhardi gave a thorough review of skin 
metabolism and its enzymatic regulation. 

4. Physiology, pathology, and therapy of male fertility, presented by E. Tonutti and 
E. Heinke, 

5. Group specificity in allergy. W. Jadassohn discussed immediate, tuberculin-type, and 
eczematous reactions. He reviewed his own work and the literature on allergic group specificity. 
He pointed out that slow but regular progress has been achieved in the field of group reactions. 

6. Chronicity in eczema. G. Miescher explained that an objective answer to the question 
of chronicity in eczema cannot be given. The allergic conception still has the soundest experi- 
mental foundation. 

7. Roentgen diagnosis in dermatology. Several speakers presented the newest findings: 

- diagnosis of soft parts and vasography. 

A great number of additional papers concerning the main subjects were read. Furthermore, 
papers about histochemistry, physiology, chemistry, histology, bacteriology, serology, and clin- 
ical dermatology were given. Fifty-five interesting cases were presented and discussed. Films 
about the technique of corrective dermatology were shown by H. Th. Schreug chairman of 
the meeting. 


British Journal of Dermatology 
Abstracted by Stanley E. Huff, M.D. 


Vol. 72, March, 1960 
The Newer Dermatological Hazards of Industry. Sybil Horner. 


This is the introductory paper Of a symposium on The Newer Dermatologic Hazards of 
Industry. Some new chemicals and new uses of familiar chemicals are mentioned. 





A. 


The Effects on the Skin of Some New Adhesives and Laminating Materials. Geoffrey 
Hodgson. . é 


e. 
The effects of contact with rubbers and synthetic resins of the formaldehyde, polyester, 
isocyanate, silicone, and epoxide type are discussed. The chemistry and industrial uses of 
these products are mentioned. 
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ABSTRAC TS FROM CURRENT £ITERATURE 


The Skin Effects of Plastics. D. Kenwin Harris. 
. The exceptional case of contact Germatitis is due to incomplete polymerization of the plastic. 


Cement abd Oil Dermatitis: The Part Played by Chrome Sensitivity. F. E. Anderson. 

. Cement dermatitis is due in large part to chrome sensitivity. Of the patients with oil 
dermatitis, those with potassium dichsomate sensitivity had also been in contact with rust 
preventives contajning chromium. 


VoL 72, April, 1260 
Serum Cholesterol, Uric Acid and Proteins in Pscriasis. A. Tickner and P. D. Mier. 
Serum cholesterol was found to be raised in 20% of cases with the rise most evident in 
those with minimal lesions and least apparent with ex-ensive lesions. The authors offer the 
novel explanation that “two processes are at work in psoriasis, one—perhaps the more funda- 
mental—associated with a raised serum cholesterol, and another, present in extensive disease, 
tending to lower the serum cholesterc!.” Also, lowered serum albumin and total protein, 





raised az- and 8-globulins, and normal serum uric acid evels are reported. I 
a. 

Serum Proteins and Liver Function i» Exfoliative Dermatitis. A. Tickner and A. Basit. Ua 
Decrease in total proteins and serum albumin and rse in all of the globulin fractions is * 
not due to liver damage. The lowered serum albumin is probably due to loss through or use Eu 
by the skin. ^c 


The Glucose Tolerance Curve in Hidradenitis Suppurativa. R. M. B. Mackenna and 
H. Lehmann. 
Of 7 patients 5 had a flat glucose tdlerance curve. Treatment with small doses of ribo- 
fiavin seemed to hasten improvement ef the skin lesions. 


The Iron Content of Finger Nails. Alian Jacobs and D. J. Jenkins. 

The highest levels were found during infancy, fell to a minimum in adolescence and then 
rose slightly and stabilized during adult life. In 35 anemic patients the level was slightly 
reduced. The greater part of the iron in the epidermis is probably a constituent of intracellular — 
enzymes. 
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Biochemical Experiments on the Binding of Chrome to Skin. F. E. Anderson. 

A brief review is presented of the theories of the mechanism of allergic eczema produced 
by simple chemicals. A series of experiments failed to show the binding site of chromium 
in the collagen molecule; however, the catboxyl group prebably is chiefly involved. 
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British Medical Jouraal sA 

Abstracted by Stanley E. Huff, M.D. ME 

Vol. 1, March 12, 1960 E 

Staphylococcal Infection: Antitoxic Immunity. H. J. Parish and D. A. Cannon. Cy RN 
A discussion of superficial and deep staphylococcal infections and some of the immune  . Be 


mechanisms involved. The author concludes that Staphylococcus antitoxin will prevent some 
fatalities from staphylococcal infection in human subjects, and that the administration of alpha 
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toxoid may be useful in many cases of superficial infection E 
* X 
Recurrent Mikuliczs Aphthae Treated with Topical Hydrocortisone Hemisuccinate E 


"lr a 
diese 


Sodium. B. E. D. Cooke and P. Armitage. 
The Mikulicz type of ulceration is helped, but the mul- iple, shallow, herpetiform type is- oa 
made worse by this therapy. 
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Myelomatosis with Lipaemia and Xanthomata. J. E. Lemard-Jones. 

A report of a 65-year-old woman with xanthomatosis and myelomatosis. Blood studies 
revealed hyperlipemia with a high concentrasion of Bi-lipobrotein and an abnormal fs-globulin 
containing carbohydrate. 


Y 


ba. 
w 


~ r:e 
FK p 


42 Y A 
La 


<n r 
ow Cc 
wo (ee T 


' Vol. 1, March 19, 1960 
Relationship of Stress to the Developmen: of Symptoms fh Alopecia Areata and Chronic 
Urticaria. Margaret Reinhold. 
A report of 52 cases of alopecia areata and 27 cases of chronic urticaria in which stress A 
seemed to be a contributing factor. 
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ARCHIVES OF DERMATOLOGY 
Porphyria Cutanea Tarda and Diabetes. Arthur Rook and R. H; Champion. - 


Another report of the association of these two conditions with the suggestion that tolbutamide 
may have caused the porphyria in this case. . 


Vol. 1, March 26, 1960 
The Place of Dermatology in a General Hospital. H. R. Vickers. 
- A discussion of the rightful place of dermatology in medicine with a report of 17 inter- 
esting cases to illustrate its importance. ° 


Tumours of the Hand. H. Graham Stack. 
A good summary of 300 consecutive hand tumors with their salient clinical features and 
relative frequency. 


Dermatologia venezolana 
Abstracted by Orlando Canizares, M.D. 


Vol. 3, July, 1959 
Coccidioidosis: Proof of Endemic Status in the State of Falcon (Venezuela) and Report 
of a Case. Regulo Zirit, Cruz Graterol, and Dante Borelli. 

Coccidioidosis is known to exist endemically in the state of Lara, in the arid region of 
northern Venezuela.. The authors report the case of a girl with vegetating lesions on the 
shoulder from a town in the State of Falcon, adjacent to the State of Lara, who was proven 
to have coccidioidosis. The patient improved after intravenous administration of 1,550 mg. of 
amphotericin B and was apparently cured 2 months after the administration of 1,920 of 
diaminodiphenylamine dihydrochloride (928 M & B). 


Mycologic Studies of the Zulia State (Venezuela). Ch. Jorge Homez, R. Guillermo Casas, 
G. Bernardo Peña, and F. Genebraldo Rincon. 


From 1948 to 1958, 106 cases of tinea capitis were observed. The mycologic study of 10 
cases showed Microsporum canis in 8 of them, one Trichophyton tonsurans in 1 and T. 
schonleini in 1. 

Slide Cultures Stained by the PAS and Gomori-Grodtt Technique. D. Borelli and C. 
Aleman. 


— The authors applied the PAS and Gomori-Groddt technique to stain fungus cultures on 
slides. They state that the results seem to be more satisfactory than those obtained by other 
methods formerly used. 


Dermatologica 
Abstracted by Samuel Monash, M.D. 


Vol. 120, January, 1960 
The Pseudoepitheliomatous Hyperplasias Discussed from Their Clinical and Differential 
Diagnostic Aspect. P. Wodmansky. 


The author describes three cutaneous disorders resembling cancer. They are known as 
papillomatosis cutis carcinoides of Gottron, pyodermatitis chronica vegetans of Azua, and 
pseudoepitheliomatous hyperplasia. He shows that most of the cases of these so-@alled diseases 
occur secondary to underlying skin changes such as chronic pyodermia, crural ulcers, eczema 
of the legs, lupus vulgaris, etc. He therefore advises that the lesions described be called by 
the name of the underlying skin afffjction plus pseudoepitheliomatous hyperplasia. The author 
also discusses the differential diagnosis of pseudoepitheliomatous hyperplasia and squamous 
epithelioma. 


Investigations on the Activity of Delta-Amino-Levulinic Acid-Dehydrase in the Blood 
of Patients and in Experimental Porphyria. B. Kellerhals. 


Delta-amino-levulinic acid-dehydrase is an enzyme which takes part in the synthesis of 
porphyrin. The results of niore than 250 determinations in the blood of patients and in that 
of rabbits with porphyria produced artificially by ingestion of alkyl-isopropyl- acetamide show 
a rise in the blood dehydrase paralleling the excretion of porphyrin. The concentration in the 
liver is increased. In cases of porphyria accidentally discovered there was usually an increase 
in dehydrase content. This did not, however, occur in every case. Isolated determinations are 
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difficult to use in diagnosis, althovglr they may enable one to differentiate the hepatic from 
the hematogenous forms of porphyric. A 


Cutaneotts Metastasizing Sympathetic Neuroblastoma with “Spontaneous” Regressive 
Course. O. Hornstein and G. Miilke. 

Numerous cutaneous nodules ir < child of 3 weeks are described. They proved to be 
cutaneous metastases secondary to 2 sympathetic neuroblastoma of the right suprarenal gland. 
Treatment*with x-ray and corticostercids had no effec. When the child was 6 months of age 
the tumors began to disappear spontaneously, leaving only a few apparently inactive rudiments. 
In more than 2 years there has beer no recurrence. The regression at 6 months was im- 


mediately preceded by a varicella infection. Whether tais virus infection caused the regression 
is a debatable point. 


Infectious Diseases. L. Loeb. 


_A review of the literature on verieus infectious diseases from the autumn of 1958 to the 


autumn of 1959, Among the subjects eovered are pyocermias, virus diseases, Behcet's disease, 
Reiter's disease, and infectious erythenz. 


Vo. 120, February. 1960 
Glycohistechia in Psoriasis Prior to and Following Medication with Peroral Antidiabetic 
Substances. E. Neumann. 

The level of sugar in the healthy skin of the psoriatic is much higher than that in areas 
with psoriatic lesions. A compariscn of carbohydrate values in the skin before and after 
peroral antidiabetic treatment shows a decrease in borth the normal and the psoriatic skin. 
The author believes that the energy released by the carbohydrates is a factor in the production 
of acanthosis. ? 

Vol. 120, March, 1960 


Eczematogenic Chemicals Used in the Rubber Industry. W. P. Herrmann and K. H. 
Schulz. 


Of 63 cases of contact eczema due »o rubber, 29 were occupational in origin, 16 being in 
the rubber industry. The commonest causative agents we-e found to be 2-mercaptobenzothiazole 


and tetramethylthiuram disulphide. Thirteen patients were seen whose eczema was caused by 1 


dress protectors. The most usual cause in these cases was 44-dioxydiphenyl. As a result of 
tests with substances used as accelerators and to prevent aging of rubber, it was shown that 
derivatives of thiourea could cause cress sensitizations. Many of these eczematogenic chemicals. 
are also used in other industries, sich as thiuramsulfide in insecticides and fungistatics, 
hexamethylene tetramine as a preservative, and mercaptobenzothiazole in the leather industry. 


Multicentric Sclerosis of Subcutaneeus Fatty Tissue Zaused by Venous Thrombosis. D. 
Held and R. Della Santa. 


This disease was first reported by Rutishauser and Held. It is characterized by the ap- 
pearance of nodules in the subcutanecus fatty tissue witi a tendency to spread and multiply. 
Histologically, the nodules resemble fibrolipomata. Their basis is thrombotic obliteration of 
venous capillaries. In one case, blood examination showed no abnormality. The disease is a 
thrombogenic process of unknown cause. 


Skin Changes After Therapeutic Administration of Nicotinic Acid in Large Doses. 
M. Ruiter and L. Meyler. 


A 42-year-old man, treated with € gm. of nicotinic acid daily for hypercholesterolemia, 
developed, after about 2 months’ treatment, dry, rough, brownish, and slightly scaly patches 
mostly on the flexor surfaces and nea- the axillary folds. Patchy depigmentations were also 
found. Histologically, the only change was a marked thickening of the stratum corneum, On 


cessation of therapy the skin manifestations disappeared, only to reappear on resumption of 
treatment. e. 


Clinical Genetic Classification of Her=ditary Palmoplantar Keratoses Together with Their 
Associated Symptoms. A. Franceschetti and U. W Schnyder. | | 
This is an excellent review and clessiücation Of palmoplantar keratoses, taking into con- 
sideration the hereditary characteristics. Keratosis palmeplantaris, having a dominant mode 
of inheritance, occurs exclusively as lecaüzed hyperkeratesis of the palms, soles, and neigh- 
bering skin, whereas keratosis palmoplamtaris with a recessive mode of inheritance is ac- 
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ARCHIVES OF DERMATOLOGY 


companied by other ectodermal anomalies. The law according. to which dominant forms are 
generally less severe than recessive forms is confirmed, the recessive forms being a part of a 
general disorder of the ectoderm. * 


Hypertrophic Scars and Keloids. G. Asboe-Hansen. 

Hypertrophic scars tend to regress spontaneously and many require no treatment. In 
certain cases roentgen rays in small doses or local hydrocortisone injections may be useful. 
Keloids seldom regress spontaneously and treatment should start as early as possible. Hydro- 
cortisone injections into the lesion every 7 to 12 days, 5 or more times, is recommended. 
Injected material must not extend outside of the lesion. A few preliminary injections of 
hyaluronidase into fresh keloids helps to soften them. 

Young, growing keloids may be treated with x-ray. Erythema should be avoided, euet 
the dose at about 150-250 r every 2 to 4 weeks. Radiation combined with surgery should be 
given 3 to 4 weeks after excision, not before. Surgical removal may be combined with radiation 
and injections. - 


Hautarzt 
Abstracted by Samuel Monash, M.D. 


Vol. 11, April, 1960 
The Etiopathogenetic and Therapeutic Problems of Psoriasis. C. Huriez. 

1. The neurovegetative system in psoriasis. All psoriatics show an abnormal reactivity, 
especially an orthosympathetic hyperreflexia: 867 had a positive solar plexus reflex. There is 
also an abnormally high percentage of hyperreflexia of the parasympathetic system. 

2. Serum lipid relations. There is a diminution of the f-lipoproteins. AS the clinical status 
improves, the B-lipoprotein content rises to almost normal values. In the scales there is an 
increase of free cholesterol and a decrease of the ester fraction. The cutis shows the presence 
of Sudan-positive granules and the formation of Munro-Sabouraud abscesses in which lipids 
can be demonstrated. 

3. Condition of the liver. It was shown by liver biopsies that many psoriatics showed | 
beginning and advanced cirrhosis together with fatty degeneration. Alcoholism probably played 
a role in these changes. 

4. Measurement of steroid excretion in the urine showed no abnormalities. 

Therapeutic Experiences 

l. Antimalarial drugs, while helping in some cases, have in others produced an acute 
generalization. | 

2. Corticosteroids given in small doses or for a short time are of little value. With erythro- 
dermas and severe arthropathies they are valuable if given in large doses with gradual diminu- 
tion. In place of corticosteroids, vitamin Ds in large doses, together with salicylates, is of value. 

3. Intravenous injections of a French arsenic and bismuth compound, Psothanol, have often 
given good results. 

4. Low-fat diet and avoidance of alcoholic beverages are recommended. 


The Action of Antimalarial Drugs in Diseases of the Skin. H. Gótz and M. Garretts. 

Observations are described of the improvement after chloroquine therapy in the appearance 
of a fixed barbiturate lesion, of the healing of an attack of migraine and of the clinical cure 
of a 25-year-old case of granulomatosis disciformis chronica et progressiva on an angiopathic 
basis. The above improvement is attributed to a specific action by the antimalarial drug upon 
the vascular system, preventing injury by toxic products. This view is supported somewhat 
by experimental work showing that “chloroquine has a tendency to prevent wheal formation by 
morphine and also gangrene of the tail in rats by ergotamine. The antimalarial drug, Acranil, 
was found by the fluorescent microscope to be present not only in keratin but also in the elastic 
fibers of the lower dermis. ^ | 


Pseudomycoses (Trichomatoses) Caused by Plant Hairs. G. Polemann. 

Three cases of what appeared to be tvpical mycoses, involving the hands, feet, or nails, 
with lesions showing vesicles, sealing, redness, and maceration, were found to be íree of 
mycotic elements. A thorough examinatiorf showed plant hairs (trichomas) to be tlte cause 
of the dermatosis. These hairs have a variety of shapes, including a star shape, and function 
in the plant in various ways. Some reduce transpiration; others* secrete substances, and still 
others absorb moisture. AEn ! e 
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Vol. 11, May, 1960 
Listeriosis of the Skin Through Coatact Infection. K. W. Kalkoff and W. Schiff. 
In 24*to 48 hours after manual removal of a dead newborn calf from its mother, a 
veterinarian developed papulopustular -efflorescences om his forearms. Listeria monocytogenes 
was cultured from the lesions. They yielded quickly to injections of penicillin. 


Conversioy of a Chronic Histiomonccytic Reticuloss After Seven Years into a Monocytic, 


Predominantly Lymphocytic Lenkemia. S. Lapiere and A. Renkin. 
(The title summarizes the article very well.) 


Contribution to the Etiologic Complex of Acrode-matitis Chronica Atrophicans Herx- 
heimer. S. Bommer and A. Stdip. 

In 62 of 64 cases examined roentgenologically, pathologic changes of the vertebral column 
could be demonstrated. In 52 of them, a striking segmentary concordance between the vertebral 
and acrodermatitis lesions was presem. There were also neurologic changes. An infectious 
agent is probably responsible for the various symptoms and signs. 


A New Disease of the Leishmania Group. V. J. Corvit and F. Kerdel-Vegas. 

A new form of leishmaniasis, beginning as a nodule, followed later by erythematous 
lesions along the blood vessels. The Satter areas become infiltrated, changing into nodules. 
The entire skin, with the exception of the scalp, can become involved. In external appearance 
it resembles the lepromatous form of leprosy, but is differentiated from the latter by not 
affecting the mouth and throat. Leishmania bodies were demonstrated both microscopically 
and culturally. The patients were anergic to the Montenegro Leishmania reaction. The authors 
consider the causat®e organisms to be different fram that causing leishmaniasis cutanea 
Americana. Therapy in fully develope« cases was inefectual. 


Deutsche medizinische Wochenschrift 
Abstracted by William H. Wehrmacher, M.D. 


Vol. 85, March 11, 1960 
Pseudoxanthoma Elasticum: Darier-Grénblad-Stranidberg’s Disease; Elastorrhexis Gen- 
eralisata. H. Schuermann and K. Woeber. 

Although considered a rare disease, pseudoxanthoma elasticum holds a special interest, not 
only for the dermatologist but also for the internist, surgeon, ophthalmologist, and angiologist 
because so many body systems are involved, its manifestations simulate a great many other 
disorders, and it is found more frequently than anticipated, if one is alert to the possibility. 
The authors discovered 11 instances cf pseudoxanthoma elasticum in their clinic within a 
single year when they searched particularly for it, and they report 3 of the case histories in 
detail. They observed that cardiovascular symptoms frequently dominate the clinical picture. 
The diagnosis is supported when lesions of the eye, skin, and mucous membranes are dis- 
covered. Diagnostic histopathological alterations should be sought whenever a disorder of 
the peripheral circulation is found or hemorrhages into various organs occur without obvious 
abnormality qf the blood-clotting mechanism. The authors propose biopsy of the lower lip 
as a diagnostic method even if the lip appears normal macroscopically, because it frequently 
reveals changes diagnostic of pseudoxanthoma elasticum. The characteristic abnormalities of 
the elastic tissue, unassociated with damage to the collagen, are best demonstrated by electron 
microscopy. Nothing useful therapeutically was described. 


New Englaud Journal o: Medicine 
Abstracted by Paul Lazer,*M.D. 


Vole262, April 21, 1960 Z 
Snuff and Cancer of the Ear: Report cf a Case. H. O Root, J. B. Aut, and A. Sullivan Jr. 


A 5& year-old farmer had used snuff in the left ear and fn the lower buccal-alveolar-ridge 
sulcus daily to weekly since age 16. 

Squamous-cell carcinoma developed at the site of application on the ear skin, and leukoplakia 
wag present on the mucosal surface. 
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"ou ot allergic history revealed an antibody incidence of 4.1%. 
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Vol. 262, May 5, 1960 
Multiple Nevoid Basal-Cell Epithelioma, Jaw Cysts and Bifid Rib: A eyodrome, RJ; 
Gorlin and R. W. Goltz. e 

Two more patients with multiple nevoid basal-cell epitheliomas, jaw cysts, and bifid ribs 
are reported and aid in defining the syndrome. Scoliosis, agenesis of the corpus callosum milia 
and a broad nasal root are additional features, but these need further study. , The skin tumor 
cannot be differentiated from ordinary basal-cell carcinoma, and sarcomatous chamges in the 
tissue surrounding the jaw cyst have been reported. Inheritance seems to be autosomal domi- 
nant with poor penetration. 


Vol. 262, May 12, 1960 
The Hospital Nursery as a Source of Staphylococcal Disease Among Families of Newborn 
Infants. V. Hurst and M. Grossman. 

Bacteriologic cultures and histories were obtained from 94 families whose infants had 
been born 16 months previously during a nursery outbreak of impetigo. Only 12 contracted 
impetigo while in the nursery, yet staphylocococcal disease probably due to the nursery ex- 
posure subsequently occurred in an additional 31 infants. Not only did recurrent skin disease 
Occur, but pneumonia, neonatal mastitis, and cellulitis developed as well. It was estimated 
that 6596 of the families had the nursery resistant type 80/81 Staphylococcus disseminated 
among them, 16 mothers, 10 fathers, and 20 of the infants’ siblings subsequently developing 
various types of staphylococcal disease. 


Vol. 262, May 19, 1960 
A Case of Primary Cutaneous Listeriosis. C. R. Owen, A. Meis, J. W. Jackson, and H. G. 
Stoenner. ^ 

Listeria monocytogenes, first recognized in 1926, has been isolated from patients suffering 
with encephalomeningitis, infectious mononucleosis, septicemia, conjunctivitis, and subacute 
bacterial endocarditis. The organism has also been isolated from aborting cattle, sheep, and 
goats. Described is a case of primary cutaneous infection by Listeria monocytogenes confined 
to the skin of the right arm and left wrist of a veterinarian who attended a dairy cow aborting 
a 7-month fetus. The lesions were round, erythematous, tender, discrete papules, some of 
which developed pustular centers. A low-grade temperature and malaise were present early. 
The organism was isolated from the fetus and the cutaneous lesions, and sulfonamide therapy 
led to rapid recovery. 


Vol. 262, May 26, 1960 
Pseudomonas Infections in Infants and Children. L. D. Asay and R. Koch. 

The incidence and severity of Pseudomonas infections at. Los Angeles Childrens Hospital 
increased between 1952 to 1957. Most of the serious pseudomonas infections were associated 
with serious medical and surgical problems and prolonged antibiotic administration, especially 
in the young infant. Combined therapy using polymyxin with tetracycline or streptomycin 
is recommended. c» 


Fatal Agranulocytosis Following Chlorpropamide Treatment of Diabetes: Report of a 
. Case. Harold Karlin. : 

A. 59-year-old man developed agranulocytosis following chlorpropamide therapy of diabetes. 
Before treatment was started, the bone marrow was normal, but subsequently? bone-marrow 


depression was substantiated. Chlorpropamide contains both benzene and NH groups found 


commonly in hemotoxic agents. At no time was more than 0.5 gm. per day taken; withdrawal 
and intensive therapy failed to prewent death. 


Vol. 262, June 9, 1960 
dci dide of Circulating Antibody to Penicillin in Penicillin Aari e atiga Reactions. 
-A. D. Heggie. . 
ae hemagglutination technique was used t$ measure the incidence of circulating antibody to 
“penicillin in naval recruits, receiving benzathine penitillin for prophylaxis of streptococcal 
infections. In 29% of those showing manifestations of penicillin allergy, antibody was detected. 
Antibodies were demonstrated if only 8.6% of men with no allergic sequelae. In this latter 


. group, detectable antibodies followed penicillin administration in 4.5% of men demonstrating 


.no antibody before penicillin injections. Those excused from penicilin prophylaxis because 
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Eczema Vaccinatum as a Complication of Keratosis Follicularis. W. Gerstein and W. B. 
Shelley. : 
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EF CORRECTION E © PER AEA 
In fie May, 1960 i issue of the "Axcdlifts, page 724 of the article, “Histopathologic Evaluation 
of Griseofulvin in Microsporum Audouini Infections," ái the address of Jane S. Burgoon, M.D., 


was omitted and that of Elson B. Helwig, M.D., was incorrectly given. The name of the 


Armed Forces Institute of Pathology was emitted. frora the first credit footnote. The correct 
author lines. and credit footnote follow: _ 


Carroll F. Burgoon Jr., 


M.D.; James H. Graham, M.D.; Robert J. Keifer, M.D.: Fred- 


erick Urbach, M.D.; Jane S. Burgok, M.D, Philadelphia, and Elson B. Helwig, M.D., 
Washington, D.C. 


The Skin and Cancer Hospis of Duludptia. Unit of the Department of enhao 
Temple University Medical Center and the Armed Forees Institute of Pathology 
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ANNOUNCEMENTS 


Dr. Beerman Honored by Society for Investigative Dermatology.—In’ recognition of 
the long and devoted service of Dr. Herman Beerman, of Philadelphia, to the Society for 
Investigative Dermatology the Board of Directors of the Society has established an annual 
Herman Beerman Lectureship. It is proposed that this lecture be given by a distinguished 


scholar at the annual scientific session of the Society and that he be given an honorarium. 


The incoming president of the Society is to serve as chairman of the committee to select 
the speaker for the next annual meeting, ond the Board of Directors is to serve as the 
committee. 


Psoriasis Research Award.—The Department of Dermatology, Baylor University Col- 
lege of Medicine, Houston, Texas, announces the Mr. and Mrs. J. N. Taub International 
Memorial Award for Psoriasis Research. 

This annual award of $1,000 was established in 1957 by Carol and Henry J. N. Taub in 
honor of their grandparents, Mr. and Mrs. J. N. Taub. The establishment of this 10-year 
program carried with it the hope that the award will be the instrumentality by which a cure 
may be developed to alleviate one of the problems of mankind. 


The award is designated for the individual or group who had done the most outstanding | 


investigative work in this field. Results of the research must have been presented before a 
dermatological medical society or published in one of the recognized medical journals during 
the calendar year. The name of any applicant for the award, together with supporting data, 
should be submitted for consideration by December 31 of the same year. 

The recipient of the award will be determined by a committee composed of 7 men. If, in 
the opinion of the committee a given calendar year fails to yield a deserving contribution, 
the award will not be given. 

Address all communications to John M. Knox, M.D., Department of Dermatology, Baylor 
University, Houston, Texas. | 
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! Neo- -Polycin Ointment 


helps clear 
topical infections 
promptly 


Neo-Polycin® provides neomycin, bacitracin and 
polymyxin, the three antibiot cs preferred for top- 
ical use because these agents are rarely used 
systemically This combination is effective against 
the entire range of bacteria causing most topical 
infections...has a low index of sensitivity...and 
does not interfere with wound healing. And Neo- 
Polycin provides these three, antibiotics in the 
unique Fuzeae? base, whica releases a higher 
concentratios of antibiotics than is possible with 
grease-base ointments. 


Each gram of N»o-Polycin contains 3 rg. of neomycin, 400 

units of bacitraein and 3000 units cf polymyxin B sulfate in 

the unique Fuzene (polyethylene glyco! diester) base. Sup- 
. plied in 15 Gm. ukes. 


* 
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The improved, new local anesthetic. What's the new, 
highly efficient local anesthetic for minor surgical procedures? Many 
physicians say it's Gebauer's new Fluro-Ethyl. An actual report: "I| have 
used your mixture of 25% Ethyl Chloride and 75% “Freon” for skin planing 
and | find it most efficient for my purposes. Freezing is fast, each con- 
tainer lasts a long time, results are highly satisfactory". 

Equally useful as a local anesthetic for incision of furuncies, electro- 
cautery to small cutaneous tags, flat warts, nevi, and alleviation of needle 
pain in hypodermic injection. Non-flammable, requires no blower. 
Compare Fluro-Ethyl with the product you have been using. Gebauer 
Chemical Company, 9410 St. Catherine Avenue, Cleveland 4, Opio. 


Makers of: 
FLURO-ETHYL 


ETHYL CHLORIDE — GER ATED 


é CHEMICAL COMPANY 





AUTHOR AND TITLE INDEX TO VOLUME 82 


e 
In this Index in alphabetical order are the names of the authors of all articles and the 
presenters of cases in Society Transactions, followed by the title of the article or case pre- 
sented and the page numbers om which their arficles or cases begin. The asterisk (*) 
preceding the page number indicates an original article, case report, review article, special 
article, or scientific exhibit. Page numbers in the Index refer to bold face (dark) numbers 


in the text. 
For Subject Index see page 279/1057]. 


A 


Abele, D. C, and Dobson, R. ..: Treat- 
ment of mycosis fungoides with new 
agent, cyclophosphamide (Cytoxan), 
*725 

Dobson, R. L.; Newsome, J. F., and Line- 
berger, A. S.: Progressive fatal cu- 
taneous gangrene associated with 
hypogammaglobulinemia, *555 


Allen, A. C.: Juvenile melanomas of chil- 
dren and adults and melanocarcimomas 
of children, *325 


Altman, J. and Winkelmann, R. K.: 
Lymphosarcoma of skin ard testis, 
*943 


Andrews, G. C.: See Costello, ML J., jt. 
auth, 


Recurrent basal-cell epithelioma, 178 


Ansell, H. B.: Keratoacanthoma, 456 


Systemic lupus  erythematosus with 
Trichophyton mentagrophytes infec- 
tion, 452 


Arundell, F. D., and Burdick, K. E.: Gran- 
. uloma faciale treated with intradermal 
dexamethasone (Deronil), 43^ 


and Haserick, J. R.: Familial chronic 
atrophic polychondritis, 439 
Wilkinson, R. D., and Haserick, J. R.: 
Dermatomyositis and malignant neo- 
plasms in adults: survey of twenty 
years’ experience, *772 
Asboe-Hansen, G.: Pathogenesis of cu- 
taneoug myxedema, *32 


Aswaq, M.; Farber, E. M.; Moreci, A. P., 
and Raffel, S.: Immunologic reactions 
in psoriasis, *663 

Auerbach, R.: See Potter, B., jt. arth. 


Ayres, S., III: Dermal changes following 
application of chemical cauterants to 
aging skin: superficial chemosargery, 
*578 


B 


Balde$, E. J.: See Lipson, R. L., jt. auth. 


Barker, L. P.: Diagnosis; adenocaremoama 


—metastatic, 464 
b 


D-agnosis: bullous lichen planus, treated 
with steroids, 151 


Degnosis: cheilitis  exfoliativa and 
5alanitis (traumatic), 140 

Diagnosis: idiopathic atrophoderma of 
Pasini and Pierini, 465 

Barsky, S., and Gigli, I.: Ataxia telangiec- 

-asia, 657 

and Kroll, C. L.: Granular-cell myo- 
blastoma, 653 


Becker, S. W., Jr.; Brennan, B. and 
Weichselbaum, P. K.: Genital Paget’s 
Cisease, *857 


Belaval, M. E.: See Carrión, A, L., jt. auth. 


Belisario, J. C.: Cutaneous manifestations 
in polyarteritis (periarteritis) nodosa: 
r»port of case with livedo reticularis, 
*526 

Bell, E. C.: See Thomas, C. C., jt. auth. 

Bell, i.: See Everett, M, A., jt. auth. 

Bennett, J. H., and Rees, R. B.: Keratosis 
fcllieularis (Darier's disease), 845 

Bentoa, J. W.: See Gorlin, R. J., jt. auth. 

Berger, R. A.: Improved technique for 


infracutaneous injection of steroid 
suspensions, 271 


and Orentreich, N.: Abrupt changes in 
heir morphology following corticos- 
teviod therapy in alopecia areata, *408 


Bergeron, L. L.: See Imbrie, J. D., jt. auth. 
Berghern, B. M.: See Scott, R. A., jt. auth. 


Bergin J. J.: See Skipworth, G. B., jt. 
auch. 


Berlin, C.: Behcet’s disease as multiple 
symptom complex: report of 10 cases, 
* et 


Bernstein, R.: See Cornbleet, T., jt. auth. 
Bielinski, S.: See Falk, A. B., jt. auth, 


Falk,' A. B., and Fox, J. M.: Congenital | 


dysplastic angiopathy, 656 
Biro, L.; Buchbinder, L.; Goldberg, S.; 
Pelitteri, O. J. and Gibbs, R. C.: 
* . Staplfylococcal disease outbreak in 
dermatologic service: bacteriological 
studies; effect of prior systemic ther- 
apy, *740 
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Gibbs, R. C., and Leider, M.: Staphylo- 
coccal infections: study of incidence 
on dermatologie ward, *205 


Blau, S., and Kanof, N. B.: Polyoxyethe- 
lene lauryl ether: its use in new 
keratolytic acne lotion, 266 

Kanof, N. B., and Simonson, L.: Dihy- 
droxyacetone (DHA): keratin color- 
ing agent, *501 

Bloom, D.: 

124 
Myelogenous leukemia with pediculosis 
corporis-like eruption, 840 

Bowers, R. E.; Graham, E. A., and Tomlin- 
son, K, M.: Natural history of straw- 
berry nevus, *667 

Brannen, M., and Fosnaugh, R. P.: Nevus 


sebaceus with associated  basal-cell 
epithelioma: report of case, 1007 


Brauer, E. W., and Fried, S.: Diagnosis: 
Bowen's disease of penis: response to 
grenz ray therapy, 288 


Brennan, B.: See Becker, S. W., Jr. jt. 
auth. 


Brock, J. M.; Kennedy, C. B., and Clark, 


Acrodermatitis enteropathica, 


W. H., Jr.: Cutaneous infection with 
atypical Mycobacterium: report of 
case, *918 


Brodey, A.: Boeck’s sarcoid, 836 


Chronic dermatophytosis and onychomy- 
cosis due to Trichophyton rubrum, 


835 
Brodey, M.: See Saunders, S. L., jt. auth. 
Brothers, W. S.: See Kee, C. E., jt. auth. 


Ms A: 
| hygiene, 267 
Buchbinder, L.: See Biro, L., jt. auth. 
Burdick, K. H.: See Arundell, F. D., jt. 
auth. 
Malignant melanoma treated with vac- 
cinia injections, 438 
See Fogel, N. A., jt. 


Pruritus ani and anal 


Burgoon, C. F., Jr.: 
auth. 
See Lathrop, R., jt. auth. 
Necrobiosis lipoidica, 295 
Burks, J. W.; Wise, L. J., Jr., and, Clark, 
Ws H. jr.: - Degenerative collagenous 
plaques of hands, *362 


C . 


Canizares, O.: Case for diagnosis: derma- 
titis herpetiformis? 145» 

Case for diagnosis: porphyria cutanea 
tarda; epidermolysis bullosa acquisitie 
(tardive)? 472 | 

Contact dermatitis due to “Man Tan", 
837 
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Geographic dermatology: Mexico and 
Central America: influence of geo- 
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Second Central American Congress of 
Dermatology (report), *259 

Caro, M. R.: Medical specialism and the 
Boards, *521 


Carrión, A. L.; Hutner, M. S.; Nadal, H. 
M., and Belaval, M. E.: Maduromyco- 
sis: unusual case with description of 
causative fungus, *371 

Cawley, E. P.: See Weary, P. E., jt. auth. 

See Wheeler, C, E. jt. auth. 


Chaudhry, A. P.: See Gorlin, R. J., jt. auth. 
Chesrow, E. J.: See Cornbleet, T., jt. auth. 


Clark, L. L.; Kierland, R. R., and Roth, 
G. M.: Methacholine chloride: vascu- 
lar effects of parenteral doses in 
atopic dermatitis, *957 

Clark, W. H. Jr.: See Brock, J. M. jt. 
auth. 

See Burks, J. W., jt. auth. 

Clendenning, W. E.: See Stoughton, R. B., 

jt. auth. 


Hypoglycemia of newborn: 
sclerema neonatorum, 110 


Pemphigus foliaceus, 109 
Kress, M. A., and Rauschkolb, E. W.: 


Trimeprazine agranulocytosis: report 
of case, *533 


Cohen, A., and Reed, E. F.: Bromoderma, 
296 


Cohen, H. J.: See Lightstone, A. C. jt. 


nodular 


auth, 

Condit, P. T.: See Van Scott, E. J. jt. 
auth, 

Cormia, F. E.: Cyclic estrogenic and 
chlorothiazide therapy in acne vul- 
garis, 821 

Diagnosis: cheilitis glandularis. Pemphi- 
gus? 148 


Diagnosis: T. rubrum infection treated 


with griseofulvin, 471 m 
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nevus? 658 


and Bernstein, R.: Psoriasis of palms 
and soles, 652 


Bernstein, R., and Kroll, C. L.: Observa- 
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trifugum, 1011 

and Chesrow, E. J.: Topical use of Chy- 
mare ointment, 261 

Costello, M. J.: Raynaud’s disease, 475 


and Andrews, G. C.: Reunión anual in- 
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Aires, *90 


Crossland, P. M.: Inside x-ray, *80 
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poroma associated with Bowen’s dis- 
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Dillon, N. L.: See Sampaio, S. A. P., jt. 
auth, 


Dobson, R. L.: See Abele, D. C., jt. auth. 


Domonkos, A. N.: Results of planing of 
pyoderma gangrenosum, 476 


Dorner, W., Jr.: Waldenstróm's syndrome- 
idiopathic hypergammag obulinemia, 
111 


Dorsey, C.: Dissemination of fiat warts by 
wire brush surgery, 262 


Dougherty, J. W.: See Lewis. G M,, jt 
auth. 


Alopecia areata in four generations (by 
histo&y), 841 


Eosinophilic granuloma of skin and mu- 
cous membranes in association with 
diabetes insipidus, 839 


Hypertrichosis due to Dilantin, 838 
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M.: Histopathology of erythema toxi- 
cum neonatorum, *586 


Frerichs, J. B.: See Wooldridge, W. E., 
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Weary, P. E.; Wheeler, C. E.; Lingamfel- 
ter, C. S., Jr, and Cawley, E. P.: Lo- 
calized accidental vaccinia, *804 


Weichselbaum, P. K.: See Becker, S. W. 
Jr., jt, auth. 


Weilman, A. I.: See Orentreich, N., jt. 
augh. 

Weiner, A. L.: Comparative efficacy of 
some ambulatory (office) dermatologic 
therapies: in 1947-1948 and in 1957- 
1968, *194 

Weinreb, M., and Fasal, P.: Diffuse lepro- 
matosis, 484 

Welk, B. T.; Whyte, H. J., and Kierland, 

e R. R.: Pityriasis alba: ten-year sur- 
vey and review of literature, *183 


Wex er, L.: Diagnosis: chancre of hard 
alate? 1028 
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— Wheeler, C. E.: See Weary, P. E., jt. auth. 


etc 

Dr Herpes simplex virus: characteristics of 
o strain which produces unusually large 
PR multinucleated giant cells in tissue 
IO culture, *891 ^ ^ . 

E. Cawley, E. P., and Whitmore, C. W.: 
E Hydroa aestivale in identical twins, 
EMO *590 


Evo = Whitmore, C, W.: See Wheeler, C, E., jt. 

ER auth. 

Be Whyte, H. J.: See Wells, B. T., jt. auth. 

E Wilde, A. G., de: Askovitz' study on paired 

4 comparisons, *621 

^A - Wilkinson, R. D.: See Arundell, F. D., jt. 

E : auth. 

E. and  Haserick, J.: Topical nitrogen 

b mustard therapy in mycosis fungoides, 

E 440 

1 . Williams, H. E.; Demis, D. J., and Higdon, 

E R. S.: Ataxia-telangiectasia:  syn- 
drome with characteristic cutaneous 
manifestations, *937 

- — Williams, R. M.: See Moyer, D. G., jt. auth. 

= See Skipworth, G. B., jt. auth. 

a Disseminated discoid lupus erythema- 

tosus complicated by possible drug 

B, eruption, 485 

E and Moyer, D, G.: Mixed porphyria, 846 

Winder, P. R., and Curtis, A. C.: Edatha- 

z mil in treatment of scleroderma and 

E calcinosis cutis, *732 

A Winer, L. H.: See Matte, M. L., jt. auth. 

Winkelmann, R. K.: See Altman, J., jt. 

E auth. 

ES See Rollins, T. G., jt. auth. 

. Cholinesterase nevus: cholinesterases in 


i pigmented tumors of skin, *17 
EC and Jaffe, M. O.: Nerve network of hair 
E follicle in alopecia areata, *750 


- iy |... and Roth, H. L.: Dermatitis herpetifor- 
mis with acantholysis or pemphigus 
with response to sulfonamides: report 


P of two cases, *385 

> Wise L. J, Jr.: See Burks, J. W., jt. 
E. auth. 

—  . Witkowski, J. A.: Compound cfllular 
Duo nevus with band-like distribution, 480 
De i 
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Wolf, M.: See Tolmach, J. A., jt. auth. 


Diagnosis: dermatitis herpetiformis: 
response to diaminodiphenygsulfone 
(Avlosulfon), 1020 

Diagnosis: parapsoriasis en plaques as- 
sociated with monocytic leukemia, 
1024 2 


Nevus unius lateris, 453 


Wolff, M. J.: Follicular peat peta 
120 


Woodburne, A, R.; Philpott, O. S., and 
Philpott, J. A., Jr.; Cytologie studies 
in skin cancer, *992 


Wooldridge, W. E., and Frerichs, J. B.: 
Amyloidosis: new clinical type, *230 


Wright, E. T.: See Matte, M. L., jt. auth. 


X 


Yaffee, H. S.: Erythema multiforme 
caused by Coxsackie B 5: possible 
association with epidemic pustular 
stomatitis of children, *737 


Localized blastomycosis-like pyoderma 
occurring in tattoo, 99 

Stevens-Johnson syndrome caused by 
chlorpropamide: report of ease, 636 | 


Yamamoto, K.: See Sevastianos, E. jt. 
auth. 


Yoell, J. H., and Price, W. G.: Paget's 


disease of perineal skin with associ- 
ated adenocarcinoma, *986 


Young, A, W., Jr.: Diagnosis: pisgrinsig 
lichenoides chronica, 466 


Z 


Zackheim, H. S. and Pinkus, 
follicular fibromas, *913 


Zegarelli, E. V.: See Kutscher, A. H., jt. 

auth. 
and Kutscher, A, H.: Triamcinolone ace- 

tonide in treatment of erosive lichen 
planus of oral mucosae: preliminary 
report, 1010 

Zeligman, I.: Solitary trichoepithelioma, 
*35 


Zimmerman, M. C.: Ehlers-Danlos syn- 
drome (cutis hyperelastica): incom- 
plete dominant type, 130 


H.: Peri- 
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The following index contains an alphabetical list of significant s dii AN ERARE He hie 


volume. 


Obituaries are indexed under the heading "DraTHs." 
that heading, with individual papers indexed uncer appropriate headings. Page numbers in the - HA 
Index refer to bold face (dark) numbers in the text. 


A 


ABSTRACTS FROM CURRENT LITERATURE, 


153, 300, 1032 


Acantholysis 
dermatitis herpetiformis with, or pem- 
phigus with response tc sulfonamides: 
[Winkelmann & Roth], *585 


Acne 

Su clohats with pyoderma gangrenosum? 
ease for diagnosis [Stanford Division 
of Dermatology], 843 

cystic, severe; perifolliculitis capitis 
abscedens et suffodiems [Nicholas], 
478 

rosacea: clinfeal aspect of use of de- 
methylchlortetracycline [Fuhrman & 
Drowns], *244 

vulgaris: clinical aspect of use of de- 
methylchlortetracycline in [Fuhrman 
& Drowns], *244 

vulgaris: cyclic estrogenic and chloro- 
thiazide therapy in [Commia], 821 

vulgaris: pathologic dynamics [Strauss 
& Kligman], *779 

vulgaris: use of new keratolytic acne 
lotion, polyoxyethelene lauryl ether 
[Blau & Kanof], 266 


Acrodermatitis 

enteropathica [Bloom], -2- 

enteropathica (Danbolt-Closs) in five 
siblings: diagnosis [Ebstein & Ved- 
der], 135 

enteropathica (Danbolt-Closs) persist- 
ing into adulthood: diagnosis [Ep- 
stein & Vedder], 135 


Adenoca®inoma 


metastatic: diagnosis [Barker], 464 
Paget’s disease of peie skin with 
associated [Yoell & Price], *986 


Agammaglobulinemia 
progressive fatal cutaneous gangrene 
associated with hypoganmaglobulin- 
emia [Abele et al.], *56- 
Agglutiniation test 


sheep cell, in granuloma ® annulare 
[Hellier], 265 
Aging 


skin: dermal changes folowing appli- 
cation of chemical cauterants [Ayres], 
*578 
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Aging—continued COM 
sunlight factor in, and skin cancer p 
[Howell], *865 ei p 
Agranulocytosis : T Ys 
trimeprazine- -induced [Clendenning. et 
al.], *533 E 
Allergid Er 
nodular dermal: type of allergic vascu- — » 
litis [Laymon], *163 n 3 
Allergy T: 
dermal sensitivity in ragweed contact | T "d z 
dermatitis [Epstein], *48 A MS ^ 
dermatitis, allergic eczematous contact: i: i 
See under Dermatitis : E 
psychologie aspects of (correspondence) - 
[Arnold], 428 M 4 


Lu 


reaction to griseofulvin in ringworm of di | 
scalp [O'Farrell], 424 i 

sarcoid granulomas after intradenniad 2 
tuberculin in normal human imo 


& Shelley), *65 PRU 
sensitivity to Bisphenol A [Gaul], 1003 — b 
Alopecia ES JS 


areata: abrupt changes in hair mor- EC 
phology following corticosteroid ther- —. 
apy in [Berger & Orentreich], *408 — AVR 
areata: improved technique for intra- E. x 


cutaneous injection of steroid sus- | 


pensions [Berger], 271 d H3 
areata in 4 generations (by history) - ps 
[Dougherty], 841 ar 
areata: nerve network in hair follicle E 
in [Winkelmann & Jaffe], *750 * ger 


local injection of steroids and hair re- gor x; 

growth in [Orentreich et al], *894  . 3 3 
mucinosa [Jenkins & Orkin], 845 i E 
totalis [Post], 128 MU 
universalis at 2 years of age [Sobel], E 


1029 E 
Aluminum salts M E 
antibacterial activity of weak solution M. 
of (correspondence) [Blank], 428 7 ^ 


American Dermatological Association — 1 
prize-winning essay, 909 ties HA 


American Medical Association. Section on | EU | 


Dermatology 9 à 
abstracts. for papers: meeting, Juss i 
1961, 309 Ep 

* Amino “acids ts = Y 
essential, and disease processes: Il. 


psoriasis and pityriasis rubra pilaris 
[Rowe], *948 jA ee 
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Amphotericin B 
coccidioidal granulomas of skin and con- 
junctiva treated with [Skipworth et 
al.], *605 


treatment of American (mucocutaneous) 
leishmaniasis with [Sampaio et al.], 
*62'7 


Amyloidosis 
localized: results of therapy, using 
derminjected triamcinolone suspension 
[Scott & Berghorn], *746 
new clinical type [Wooldridge & Fre- 
richs], *230 


Anesthesia 
local: injectable promethazine hydro- 
chloride for [Meltzer], 264 


Angiokeratoma 
corporis diffusum [Vineyard & Kamin], 
*817 


Angiolipoma 
[Howard & Helwig], *924 


Animals, laboratory 
federal regulation of animal studies 
proposed by 11 United States senators, 
660 


ANNOUNCEMENTS, 309, 660, 1044 


APPARATUS AND INSTRUMENTS 


duplication of sun spectrum with modi- 
fied carbon arc [Starke & Jillson], 
1012 

inside x-ray (Scientific Exhibit) [Cross- 
land], *80 

tools for use in intracutaneous injection 
of steroid suspensions [Berger], 271 


ultraviolet helmet [Watson], 103 


whetstones for sharpening curettes and 
punches [Watson], 263 


Aristocort diacetate: See Triamcinolone 


Arthritis, rheumatoid 
erythema nodosum as aspect of, or 
Bazin’s disease? case for diagnosis 
[Pascher & Krasner], 1021 


Ataxia 
-telangiectasia: syndrome with charac- 
teristic cutaneous manifestations 
[Williams et al.], *937 ^ 


Atrophoderma 

idiopathie, of Pasini and Pierini: diag- 
nosis [Barker], 465 

idiopathic, of Pasini and Pierin? with 

coexistent morphea: case report [Kee 

et al.], 100 


Aurantiasis ‘ 
localized carotenoid pigmentation * 
[Reisch], 820 


Avlosulfon: See Diaminodiphenylsulfone 
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B 


Balanitis . 
traumatic, cheilitis exfoliativa and: 
diagnosis [Barker], 140 


Bazin’s disease 
erythema nodosum as aspect of rheu- 
matoid arthritis or? case for diag- 
nosis [Pascher & Krasner], 1021 


Behcet’s disease 
as multiple symptom complex: report 
of 10 cases [Berlin],*73 
Stevens-Johnson syndrome vs. 
strom], 441 


Biopsy 
skin specimens: use of tetrahydrofuran 
for routine and rapid dehydration and 
clearing [Malkinson & Potter], *798 


Bisphenol A : 
sensitivity to [Gaul], 1003 


Bites and stings 
Creseis acicula Rang (Mollusca: Pter- 
opoda): notes on “seabather’s erup- 
tion" caused by [Hutton], *951 


Blastomycosis E 
-ike pyoderma, localized, occurring in 
tattoo [Yaffee], 99 
Blood 
globulin: See Gamma globulin 
hypergammaglobulinemia: See Gamma 
globulin 
lipids, hyperlipemia: xanthomatosis 
with [Griesemer], 444 
Blood sugar, hypoglycemia: 
glycemia 


[Lind- 


See Hypo- 


Blood vessels 
congenital dysplastic angiopathy [Bie- 
linski et al.], 656 
vascular effects of parenteral doses of 
methacholine chloride in atopic der- 
matitis [Clark et al.], *957 


Bloom's syndrome 
contribution to: congenital telangietatic 
erythema resembling lupus erythe- 
matosus in dwarfs [Katzenellenbogen 
& Laron], *609 ° 


Boeck’s sarcoid: See Sarcoidosis 


Bones 
eosinophilic granuloma of, with skin 
lesions: follow-up presentation after 
13 years: diagnosis [Epstein], 132 
Books 
. Aktuelle Probleme der Dermatologie 
(Current Problems in Dermatology ; 
Problemes Actuels de Dermatologie) 
[Schuppli], 310 
Biological Organization, Cellular *and 
Subcellular. Proceedings of Sym- 
posium Organized on Behalf of 
UNESCO [Waddington, ed.], 848 
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Dermatologic Medications. [Lerner & 
Lerner], 661 

Humah Apocrine Sweat Gland in Health 

and Disease [Hurley & Shelley], 848 

Pediatric Dermatology [Feriman], 661 

Photography of Patients. Ed. 2 [Gib- 
son]: 662 

Pigment Spots with Polyoosis (Peutz- 
Syndrome): in German 
mann], 162 

Die Pocken Erreger, Epid=miologie und 
Klinisches Bild (Pox Diseases of Man 
and Animals) [Herrlich & Mayr], 
310 

Progress in Biological Seiences in Re- 
lation to Dermatology [Rook, ed.], 
310 

Prophylaxis and Treatmeat of Decubitus 
Uleers [Villain], 310 


i Radioisotope Studies of Fatty Acid 


Metabolism [Mead & Howton]. Vol. 
1 of Division VI: Medicine. Inter- 
national Series of Monographs on 
Nuclear Energy, 849 

Separation and Isolation of Proteins. 
Vol. I of Laboratory Manual of Anal- 
ytical Methods of Pro-ein Chemistry 
[Alexander & Block, eds.j, 661 


Year Book of Dermatelogy (1959-60 
Series) [Baer & Whi-ten, eds.], 848 


Bowen's disease 
association with viscerzl cancer [Ep- 
stein], *349 
eccrine poroma associated with [Dar- 
nall & Mopper], *548 
of penis: response to grenz ray therapy 
[Brauer & Fried], 288 


Boxing gloves: See Gloves 


Breast 
carcinoma: metastatic cutaneous car- 
cinoma [Stegmaier], 134 


Bromoderma 
[Cohen & Reed], 296 


Bronchi 

-= carcinoid, malignant, -unctioning: re- 
port f case of metastatic cutaneous 
carcinoid [Reingold & Escovitz], *971 


Brush, wire surgery: See under Surgery 


C 


Calcinosis cutis 
edathamil in treatmenc ef scleroderma 
and [Winder & Curtis]. *732 ° 


Cancer -d 


radiodermatitis and [Finnerud], *544 
skin: curettage and electrodesiccation 
in treatment of [Knox et al.], *197 
skin: cytologic studie. in [Woodburne 

et al.], *992 


[Kloster- — 
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| | | s $ a 
(Re dontinuod US | - e E. 
skin: sunlight factor in aging and. e em Er 

[Howell], *865  . vi 
visceral: association of Bowen's disease X IM 


with [Epstein], *349 SU TATE 
Candida | o 
granuloma associated with widespread , B. 


superficial epidermophytosis (E. floc- . a 


cosum): diagnosis [Curtis 9t al.], uv Er. gf 
Capillaries l m 


effect of treatment on vascular com-. Pn. E. 
ponent of psoriatic lesion [Lawler & e A. 
Vineyard], *190 rd: E 


Carcinoid syndrome 
metastatic cutaneous carcinoid: "eie 4 
of case of functioning malignant gf 
bronchial carcinoid [Reingold & Es- - x 3 ; 
covitz], *971 n ; 

of small intestine, with metastasis to — — 


a = y ^ ; 
"| A À 


liver [Mescon], 460 pe 
Carcinoma n th 
basal-cell: effects of methotrexate on am 
[Van Scott et al.], *762 | m. 
basal-cell, pigmented, arising on nevus UM 
unius lateris [Obermayer], 122 a 
metastatic cutaneous carcinoma (breast hiss iti 
[Stegmaier], 434 TM 
Skin: melanogenesis and [Everett d E 


al.], *908 B 
squamous-cell and giant vondylaniét s E 
acuminata of Buschke and Lowen- . Pe. 


stein of penis: differential diagnosis . 


[Machacek & Weakley], *41 E. 
squamous-cell, of distal one-third of © 
esophagus: diagnosis [Curtis et al. Ll d 
117 E 
Carotenoids p. 
pigmentation  (aurantiasis), localized Ds E 
[Reisch], 820 : Cd 
Cataracts i E 


atopic, bilateral: atopic dermatitis with 
[Stanford Division of Dermatology], iS * x 


842 m 
Catechol | E 
rc cr butyl: sensitivity to 
hihi into Cur m 


effects of intradermal TATUR of vaso- 
pressors in normal and diseased hu- : No 
man skin [Stoughton et al.], *400 E e 


Cauterants m 
chemical: dermal changes following ap- - E à 


plication of, to aging skin [Ayres], 35 


*578 
Cellulose E, A 
sponge for dermabrasion [Stubbart], - 2 
1006 ° 
. Centrale American Congress of Dermis 3 y 
tology : cai id 


2d, Guatemala City, Nov. 5-8, 1959 (re bi. 
port) [Canizares], *259 Y, 
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ECC - exfoliativa. and balanitis (traumatic) : 
EC b |... diagnosis [Barker], 140 eg 
 glandularis; | Pemphigus? | : diagnosis $ 
 [Cormia], 148 EAN ENTA 


Children SS | 
Saige saan juvenile, of iGhilaers P 
adults. and melanocarcinomas of chil- 
. dren [Allen], *325 ; 


Pit fà as 

esas COT eim 
p. TENER cyclic estrogenic and, therapy in acne 
Me p M pis vulgaris [Cormia], 821 


E 7 lorprapemide | 
E (7 emtevens-J ohnson syndrome caused by 
 [Yaffee], 636 


| Cholinesterase $ 
, nevus: cholinesterases in pigmented 
tumors of skin [Winkelmann], *17 
D S "s Chromium | | 
fe Es reactions in green tattoos: significance 
» pr nt te . of valence state of [Loewenthal], *237 









E E _ Chymotrypsins 
E: a AEPA use of Chymar ointment [Corn- 
EG - bleet & Chesrow], 261 


EB m. Ovates disease: See Poikiloderma 


ee .. Coccidioidomycosis 

=- eoecidioidal granulomas of skin and 
conjunctiva treated with intravenous 

amphotericin B ap ore et al.], 

E *605 

Colitis, ulcerative 


461 


-Collagen 
J degenerative collagenous 
hands [Burks et al.], *362 


Ie diseases | 
At -dihydroxyphenylpyruvie acid and 
aed (correspondence) [ Williamson], 428 
| Colloid 
; vmm, adult: concerning [Holzberger], 
e TT 


plaques of 


ES Condyloma 

pe giant condylomata ^ acuminata of 
 Busehke and Lowenstein [Machacek 
| & Weakley], *41 


M Con enetiva 
coccidioidal granulomas of skin and, 
treated with intravenous amphoteri- 
cin B [Skipworth et al.], *605 


CORRESPONDENCE 

aged human sebaceous gland [Wool- 
dridge], 105; reply [Rothman], 106 

antibacterial activity of weak solutions 
of aluminum salts [Blafik], 428 

colloid degeneration of skin Wilson]; 

E. 428 

». 4 — 2,5-dihydroxyphenylpyruvie acid and 

ni is diseases [Williamson], 428 
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saith pyoderma gangrenosum [Mescon], | 
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Dr. Callaway’s address before PETTER 2» 


Dermatological Association, [Ruiter], 
10775. 

epidermal changes | MESE with 

= “sclerosing hemangiomas” [Arnold], 

108 

preparation of hén’ s egg "for cultivation. l 
of dermatophytes [Phillips], 276 

psychologic aspects of allergy [Arnold], 
428 


re: standard nomenclature [Leider], 
276; [Mitchell], 277; reply to Leider 
[Becker], 278 

topical steroids in treatment of derma- 
titis [Flesch], 105 


4 7 


Corticosteroids 
mycosis fungoides treated with [Tol- | 

man], 443 
therapy in alopecia areata: abrupt 


changes in hair morphology following - 


[Berger & Orentreich], *408 
treatment of pemphigus: experience 
with 50 cases over period of 10 years 
[Sanders et al.], *717 
Coxsackie B 5 virus: See Viruses 
Curettage 
and electrodesiccation in treatment of 
skin eancer [Knox et al.], *197 
Curettes 
and punches: whetstones for sharpen- 
ing [Watson], 263 


Cyclophosphamide 
treatment of mycosis fungoides with 
new agent [Abele & Dobson], *725 


Cysts, sebaceous: See Sebaceous glands 
Cytoxan: See Cyclophosphamide 


D 


Darier's disease: See Keratosis follieularis 


DEATHS 
Dixon, Hamnett A., 282 
Ebert, Michael H. , 983 
Meirowsky, Emil, 644 
Montgomery, Andrew H.,429 
Nomland, Ruben, 280 
Osborne, Earl D., 824 a 
Wiener, Kurt, 431 


Demethylchlortetracycline t 
clinical aspect of its use in dermatology — 
[Fuhrman & Drowns], *244 
Dermabrasion 4 
cellulose sponge for [Stubbart], 1006 - 


Dermal-epidermal junction 
* “oxytalan” fibers of [Hasegawa], *250 E 


Dermatitis | 
allergie eczematous contact: caused E ^ 
sensitization to undecylenie acide and 
its zine salt [Gelfarb & Leider], 642 
allergic eczematous: sensitivity to para- 
tertiary butyl catechol [Gaul], 274 


. 
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Dermatitis—continued | 


sera disseminated vaccinia super- 
oi m on, in ease of pregnant Negro 
[Sommacal & Lerner], *257 
Bep: vascular effects of parenteral 
doses of methacholine ehloride in 
|. [Clark eteal.], *957 
atopic,” with bilateral atopic cataracts 
[Stanford Division of Dermatology], 
842 
clinical aspect of use of lemethylchlor- 
tetracycline [Fuhrmar & Drowns], 
. - *244 
contact, due to “Man Tam’ [Canizares], 
837 
contact, ragweed: role of dermal sensi- 
. tivity in [Epstein], *48 
due to Grevillea robusta (Australian 
silk oak): report of ca [May], 1006 
exfoliating: (psoriasis; lwnphoma; tox- 
ic agent?) [Traub & Spoor], 469 


herpetiformis? case fər diagnosis 
[Canizares], 141 
herpetiformis? case for diagnosis 


[Traub], 139 

herpetiformis pustulosa er subcorneal 
pustular dermatosis: diferential diag- 
nosis in case of generalized pustu- 
lar dermatosis [Glickman], *758 

herpetiformis: response -o diaminodi- 
phenylsulfone (Avlosulfon): diag- 
nosis [Wolf], 1020 

herpetiformis with acantholysis or 
pemphigus with response to sulfona- 
mides [Winkelmann & Rota], *385 

radiodermatitis and cance- [Finnerud], 
*544 

topical steroids in treatment of (cor- 
respondence) [Flesch], 205 


H Dermatology: See also Skin 


ambulatory (office) dermacolozic thera- 
pies (1947-48 and 1957-58) = compara- 
tive efficacy of some [Weiner], *194 
application of Gumperson’s lew and its 
corollaries to [Goldman], *419 
Askovitz’ study on paired comparisons 
[de Wilde], *621 
Central &merican Congress cf Derma- 
tology: 2d, Guatemala City, Nov. 5-8, 
.1959 (report) [Canizares], *259 
dermatologist excoriates Lits of world 
literature and even smaller bits of 
music [Goldman], *551 
ecologic perspective of dermatologic 
. problems in India: influence of socio- 
economic factors on na-ure of skin 
diseases and biocoenosis _Desai], *701 
education for, in United States: per- 
sonal views on doctors, dermatologists, 
amd dodos [Sulzberger], ^31: 
geographic: Mexico and Central Amer- 
. ica: influence of geographic factors on 
f skin diseases [Canizares], *870 








octo AN WES a 


Max, the Knife (poem) TLoskarg], 421 M 
medical specialism and the Boards wA M 
[Caro], *521 do 
nomenclature, standard iconen M 
ence) [Leider], 276; [Mitchell], 9T. e 
reply to Leider [Becker], 278 y P ar RENE as. 
Osler’s contributions to dermatology - sz 
[Sullivan], *487 NN 
pediatrie, postgraduate course, 3rd an- 
nual: Skin and Cancer Hospital of. 
Philadelphia, 660 "AN 
Society of Dermatology and Sirphilolowye: ex 
Medical Association of Argentina, . E. ^i 
Buenos Aires: annual international 
T 


reunion, Buenos Aires [Costello & A 
Andrews], *90 ES 
roe A Sep y 

Dermatomyositis Pa 
and malignant neoplasms in AE eh EL 
survey of 20 years — expetience El. E 
[Arundell et al.], *772 (c SE v g ] 
Jermatophytes E» a c 
preparation of hen's egg for cultivate n. 
of (correspondence) [Phillips], 276 - em 
ermatophytosis au a 
chronic, and onychomycosis due to B 
"Tr ichophyton rubrum [Brodey], 8887. ey 
Dermatoses: See under Skin | | A | E 
Dexamethasone A Yr 


intradermal: granuloma faciale treated 5 
with [Arundell & Burdick], 437 l 
Diabetes insipidus : 
eosinophilic granuloma of skin and 
mucous membranes in association 
with [Dougherty], 839 A 
Diabetes mellitus A 
necrobiosis lipoidica diabetico rudi in. 
nondiabetie [Rollins & Winkelmann], 
*537 
necrobiosis lipoidica diabeticorum, dia- ii 
betes mellitus (mild, recently dis-  —— 
covered) [Sevastianos et al.], 834 TX 
neerobiosis lipoidica, form fruste of: | 
pathogenesis [Engel & Smith], *791 — 
tinea circinata and onychomycosis: re- ES 
sistance to griseofulvin during uncon- = 
trolled [Mandel], 1027 - etl 
xanthomatosis  diabeticorum — [Gries- ^. 
emer], 444 Sa 
Liaminodiphenylsulfone fi 
ce Ae herpetiformis: 






EN. a. 
response to < - 


sulfon [Wolf], 1020 CA 3 
Lihydroxyacetone ep S5 
keratin coloring agent (*Man-Tan" lo 4) g 


tiog) [Blau et al.], *501 
e suntan-simulating agent [Maibach & 
Kligman], *505 


25-Dihydroxyphenylpyruvie acid fora 
urinary, and collagen diseases (corres- 2 PD 
pondence) [Williamson], 428 re 





D-phenylhydantoin | 
hypertrichosis due to Dilantin [Dough- ? 
erty], 838 * 
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Drugs 
Askovitz’ study on paired comparisons 
[de Wilde], *621 
eruption, possible: disseminated discoid 
lupus erythematosus complicated by 
[Williams], 485 
eruptions based on  photomechanism 
[Harber], 1017 
eruptions: histopathology [Matte et al.], 
*56 
skin-drug-vehicle relationship: factors 
determining [Shelmire], *24 


Dwarfism 
congenital telangiectatic erythema re- 
sembling lupus erythematosus in: 
contribution to Bloom’s syndrome 
[Katzenellenbogen & Laron], *609 


E 
Edathamil 
in treatment of scleroderma and calcino- 
sis cutis [Winder & Curtis], *732 


EDITORIALS 


what is systemic lupus? some comments 
on its pathogenesis and course [Dame- 
shek], 646 


Education, Medical 
education for dermatology in United 
States: personal views on doctors, der- 
matologists, and dodos [Sulzberger], 
*311 


-Ehlers-Danlos syndrome 


[Tolman], 447 

cutis hyperelastica: incomplete domi- 
nant type [Zimmerman], 130 

(variant form) [Schapiro], 447 


Elastosis perforans serpiginosa 
report of case [Ritchie & McCuistion], 
*976 


Electrodesiccation | 
and curettage in treatment of skin can- 
cer [Knox et al.], *197 


Eosinophilic granuloma: See Granuloma, 
eosinophilic 


Epidermolysis 

bullosa, acquired? case for diagnosis 
[Traub & Spoor], 139 

bullosa acquisita (tardive) ? [Tolmach], 
464 

bullosa dystrophica, 
[Keuper], 446 

bullosa simplex: 
290 


Epidermophytosis 
E. floccosum: Candida granuloma as- 
sociated with widespread superficial: 
diagnosis [Curtis et ad.], 117 


Epithelioma s 
basal-cell: nevus sebaceus with assó- 
ciated [Brannen & Fosnaugh], 1007 
basal-cell, of palm: report of case 
[Johnson], *253 
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Epithelioma—continued 


basal-cell, recurrent [Andrews], 478 

sinus tract of dental origin simulating 
[Reisch], 638 

squamous-cell and giant condylomata 
acuminata of Buschke and Lowen- 
stein of penis: differeptial diagnosis 
[Machacek & Weakley], *41- 


Eruptions 
drug, based on photomechanism [Har- 
ber], 1017 
drug: histopathology of [Matte et al.], 
*56 
drug, possible: disseminated discoid 


lupus erythematosus complicated by 
[Williams], 485 

industrial? case for diagnosis [Marsh], 
113 

light-sensitivity? [Sobel], 837 

nodosum-like, cause undetermined: diag- 
nosis [Nelson], 143, 150 

pediculosis corporis-like: myelogenous 
leukemia with [Bloom], 840 

polymorphous light? Scleroderma? Dis- 


coid lupus erythematosus? [Good- 
man], 453 * 

pustular dermatosis, generalized [Gliek- - 
man], *758 

“seabather’s eruption" with  Creseis 


acicula Rang (Mollusca: Pteropoda) 
as cause of particular type of sea 
sting [Hutton], *951 
sun-sensitivity: case 
[Traub & Spoor], 139 


Erythema 

induratum: diagnosis [Peck], 467 

multiforme caused by Coxsackie B 5: 
possible association with epidemic 
pustular stomatitis of children [Yaf- 
fee], *737 

nodosum as aspect of rheumatoid arth- 
ritis or Bazin’s disease? case for 
diagnosis [Pascher & Krasner], 1021 

nodosum: benign pulmonary hilar lym- 
phadenopathy in [Waisman & Thom- 
as], *754 

nodosum-like eruption, cause undeter- 
mined: diagnosis [Nelsog], 143, 150 

toxicum neonatorum: histopathology of 
[Freeman et al.], *586 

and tumor formation in methoxsalen- 
treated mice exposed to fluorescent 
light [Hakim et al. b" *572 


Erythroderma 
congenital ichthyosiform [Owrandi & 
Urbach], 295 
congenital ichthyosiform, in father and 


for diagnosis 


dafighter: diagnosis [Epstein & 
Heersma], 134 
Esophagus ¢ 


squamous-cell carcinoma of distal one- 
third of: diagnosis [Curtis et al.], 
117 
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Essays 
prize winning essay: American Derma- 
tological Association, 309 


Estrogens 
cyclic estrogenic and  chlorothiazide 
therapy in acne vulgaris [Cormia], 
821 
Ethylenediaminetetraacetic acid: See 
Edathamil 


EXHIBITS, SCIENTIFIC 
inside x-ray [Crossland], *80 
Eyelids 
divided nevus: clue to intrauterine de- 


velopment of melanocytic nevi [Har- 
rison & Okun], *235 


Eyes 
ocular reaction to antimalarial drugs: 
diagnosis [Lewis], 145 


F 


Face 
granuloma, 
838 
granuloma, with eosinophils: 
[Franks & Gordon], 1019 
pruritus, intractable, following toxic 
reaction to stilbamidine [Fisher], 292 


tinea faciei simulating chronie discoid 


with eosinophils [Sobel], 


diagnosis 


lupus erythematosus [Shanon & 
Raubitschek], 268 
Fetus 


divided nevus: clue to intrauterine de- 
velopment of melanocytic nevi [Harri- 
son & Okun], *235 


Fibroma 
perifollieular [Zackheim &  Pinkus], 
*913 
Fingernails: See Nails 
Fistula 


sinus traet of dental origin simulating 
epithelioma [Reisch], 638 


Fluorescence 
microscopy in diagnosis of cutaneous 
malignancy [Raskin], *965 


microscopy of normal and pathologie 
keratin [Steiner], *352 


Fluorescent light 
erythema and tumor formation in 
methoxsalen-treated mice exposed to 
[Hakim et al.], *572 


Fox-Fordyce disease 
in male identical twins [Graham et al.], 
2212 


Fungi 
madfiromyeosis: unusual case with de- 
scription of causative fungus (of 
family Dematiaceae) [Carrión et al.], 
*371 


LATRY TANE ER DEZGMMX TE 
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Er RAC E ES Cg P 


SS oe bose: 
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G 
Gamma globulin 
deficiency: See Agammaglobulinemia 


treatment of verruca plana juvenilis 


with [Sakurane & Sugai], 640 
Waldenstróm's syndrome-idiopathie hy- 
pergammaglobulinemia [Dorner], 111 
Gangrene 
progressive fatal cutaneous, associated 
with hypogammaglobulinemia [Abele 
et al.], *565 
Genetics 
alopecia areata in 4 generations (by 
history) [Dougherty], 841 
hereditary leukonychia totalis [Medan- 
sky & Fox], *412 
multiple glomus tumor of pseudocavern- 
ous hemangioma type: manifesting 
dominant inheritance pattern [Gor- 
lin et al.], *776 
Genitalia 
Pagets disease [Becker et al.], *857 _ 
Geegraphic dermatology: See Dermatol- 
ogy, geographic 
Glamus tumor: See Tumors, glomus 


Gloves 
boxing, in dermatology [Gross], 266 


Gout 
caronic tophaceous [Strauss], 458 


Granuloma 
aanulare [Marsh], 112 


annulare [Tolman], 445 


amnulare: sheep cell agglutination test. 


in [Hellier], 265 
cendida, associated with widespread 


superficial epidermophytosis (E. floc- . 


cosum): diagnosis [Curtis et al.], 117 


case for diagnosis [Nickel & Pappen- 
fort], 119 


cozcidioidal, of skin and conjunctiva 
created with intravenous amphoteri- 
ein B [Skipworth et al.], *605 

cu-aneous [Folan], 451 

eosinophilic, of bone with skin lesions: 
diagnosis [Epstein], 132 

eoSnophilic, of skin and mucous mem- 
Lranes in association with diabetes 
insieidus [Dougherty], 839 

fadal, with eosinophils [Sobel], 838 


facial, with eosinophils: diagnosis 
[Franks & Gordon], 1019 


fac:ale treated with intradermal dexa- 


methasone (Deronil) [Arundel & 
Burdick], 437 
necrobiosis lipoidica granulomatosis: 


* necroDiosis lipoidica diabeticorum in 
nendiabetic [Rollins & Winkelmann], 
*E37 


sarcoid: See Sarcoid 
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M - Grevillea robusta 
| (Australian silk se 
to [May], 1006 


* "Griseofulvin 
|". allergic reaction to, in ringworm of 
^» ^» sealp [O'Farrell], 424 
. . kerion in tinia capitis due to Micro- 
» sporum audouini treated by [Mc- 
Daniel], 423 
single dose therapy of tinea capitis 
(Mierosporum audouini) [Friedman 
et al.], *415 
tinea capitis (M. lanosum), 
.. . with [Tolman], 448 
- tinea circinata and onychomycosis: re- 
aso sistance to, during uncontrolled dia- 
betes: diagnosis [Mandel], 1027 
Trichophyton rubrum infection treated 
with [Tolman], 449 
T. rubrum infection treated with: diag- 
nosis [Cormia], 471 
-~ untoward reaction to [Levan], 637 
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Gumperson's law 
application of, and its corollaries to 
dermatology [Goldman], *419 


T St . Hair 

- J . darkening, postinflammatory [Pinkus], 
.. 268 
follicle, nerve network: in alopecia 


re areata [Winkelmann & Jaffe], *750 
Sele morphology, abrupt changes in, follow- 
ing corticosteroid therapy in alopecia 
. areata [Berger & Orentreich], *408 
piedra-like artifacts [Scott], 1003 
regrowth in alopecias: local injection of 
, steroids and [Orentreich et al.], *894 


, Hand 


- degenerative collagenous plaques of 
[Burks et al.], *362 


Heat 


photosensitivity and [Lipson & Baldes], 
*517 
Hemangioma 
associated with thrombocytopenia 
[Levine et al.], 94 


multiple glomus tumor of pgeudocav- 
ernous hemangioma type: manifesting 
dominant inheritance pattern [Gorlin 
et al.], *776 


= sclerosing: epidermal changes associ- 


108 


Hematoporphyrin 
photodynamic properties of particular, 
derivative [Lipson & Baldes], *508 
| Herpes 
gestationis Soau ET 463 
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Grenz rays: : See under Rocnik rays ee en 


dermatitis due - 


ated with (correspondence) [Arnold],e 
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simplex virus: strain which produces 
unusually large multinucleyted giant 
cells in tissue culture [Wheeler], *391 

zoster trigeminal neuralgia: pain relief 
by alcoholic block of great occipital 
nerve [Skillern & Rodin], *247 


Histiocytosis 
[Stanford Division of Dermatology], 
843 


Histopathology 

four-dimensional eel; *681 

Histoplasmosis 

generalized, eau tongue and 
pharynx: diagnosis [Epstein & 


Magnin], 133 | 


Hodgkin’s disease 
of skin: acquired ichthyosis preceding 
tumoral and ulcerating lesions for 7 
years [Stevanovic], 96 


Hospitals 
dermatologic service (wards): staphy- 
lococeal disease outbreak in [Biro 
et al.], *740 e 
dermatologic ward: 
of staphylocoecal infections on [Biro 
et al.], *205 


Hydroa 
aestivale in identical twins [Wheeler 
et al.], *590 


vacciniforme: photoskin tests in [Schiff 
& Jillson], *812 


Hypergammaglobulinemia: 
globulin 
Hyperlipemia: See Blood, lipids 
Hypersensitivity: See Allergy 
Hypertrichosis. 
due to Dilantin [Dougherty], 838 


Hypogammaglobulinemia: 
maglobulinemia 


Hypoglycemia 


x F RE s aa 


study of incidence 


See Gamma 


See Agam- aus : 


Mee 


of newborn: nodular sclerema neona- — 


torum [Clendenning], 110 
EI 


Ichthyosis 
acquired, preceding tumoral and ul- 
cerating lesions for 7 years: Hodg- 
kin's disease of skin [Stevanovic], 96 


vulgaris: evaluation of sodium chloride 


ointments in treatment of [Epstein], 


*908 
Immunity 
immunologic reactions in psoriasis 
[Aswaq et al.], *663 
Impetigo 


Pu peHfornis. [Manchester], 842 


kro- 
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Incontinentia pigmenti i Keratin—continued 
[Keuper], 443 . fluorescence microscopy of normal and 
(Blochulzberger). Follow-up ved P * - pathologie skin [Steiner], *352 
years: diagnosis [Bpstenyy; 186 AC E 
Keratoacanthoma | 
India Y f [Ansell], 456 ES 
ecologic Déksneetiva.- of Mibastotogie her? 1 
problems ‘in: IMS, i factors | 
[Desai], *701 ae " 5E REM. 
Industrial diseases: See Occ ORE 
eases 


Infants e 


[d 


Xickicidiis 

palmaris et plantaris affecting three 
members of same family [Schonberg 
& Litt], 114 


em (Darier's disease) [Bennett 
$ & Rees], 845 
follicu laris : observations on [Penrod et 
Eo > a “367 
110 P v^ "ac a 
Inflammation | E A V UM. 
postinflammatory aii - A 
[Pinkus], 268.  . p E 
vasoconstriction in a 
inflammatory. 
servations witk 
ton et al. J, *403 
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iota kay iee e [Berzal i 271 d “Leishmaniasis 
intradermal, of vasopressors effects in T | Ae erican. (mucocutaneous): treatment 
Esel "and diseased human ski E lo with ampi otericin B [amni et al.], 
[Stoughton et al.], *400 E 3i AW A4 
intradermal] tuberculin: sarei 
lomas after, in normal | ] i 
[Hurley & Shelley], *65 ^ 
local, of steroids and hair ae E 
alopecias [Orentreich et al.], *894 | +4ePpFomat 
parenteral db ue methachcline chi 2 diffuse [Weinreb & Fasall, 484 
ride in atopic dermatitis: eprosy 
effects of [Clark et al.], *9F7 ae ns a ie el], 1 
vaccinia: malignant melanoma Es San loping 
with [Burdick], 438 — EX EN AS 


International Society of Tropical Derma- | 


5T y x re. i a P e 
tology - 43 257 u dM DN PE ot ^t Told” to [Thomas & Bell], 
inaugural | meeting: = * report dARessj, — —297 Mov 
GOUTTES DLE E rM 
. p 6 : | 5 iy M 7 P * 5 v ore R : NER * y s " 7 Jl "x 
lrritants & | JD rone 7] atic, chronic: ulcerative nodule 
clinical evaluation of ‘nicotinete ube- aN j 
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* 4 
i n^ n. pa p. 


"y M. lower r li Ma 131 
| facients. [Peterson et al. b "495 Se oe U : p, [ lay], 
ns ed Cn s: J4 | is i 


je N » U AAN Tus ^N Verden ua pom corpos 
John R. Rauschkolb Memo | T E ike "au [Bloom], 840 
e 


35 


pos ; E i F e E m | Es bm. eukoay se y [Medansky & Fox], 
Bos. . sarcoma: See Sarcoma, apos” s Iv = d 12 [5 per A - 
Keratin NF = Leukopenin =) 
coloring eent dihydr dxyacetone [Blau diffuse telangiectasia with muscle weak- 
e etal.], *501 . usn s T ness and [Moyer & Williams], *932 
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| Lipoidosis: 


pem op Dae a s) 


Lichen 


planus, bullous, treated with steroids: 
diagnosis [Barker], 151 


planus, erosive, or oral mucosae: 
triamcinolone acetonide in treatment 
of [Zegarelli & Kutscher], 1010 


planus, hypertrophic? lymphoblastoma? 
diagnosis [Franks & Gordon], 292 

planus of skin and mucous membranes: 
diagnosis [Kagen], 137 

sclerosus et atrophicus [Post & Jewell], 
128 


Light: See also Photosensitization; Sun- 
light 

duplication of sun spectrum with modi- 

fied carbon are [Starke & Jillson], 
1012 


photodynamic properties of particular 
hematoporphyrin derivative [Lipson 
& Baldes], *508 

Lipids 

in blood: See Blood, lipids 

skin: quantitative fractionation, in pa- 
tient with flat cutaneous xanthomato- 
sis [Stewart & Finn], *1 


See also Granuloma, eosin- 
opilic 

necrobiosis lipoidica [Burgoon], 295 

necrobiosis lipoidica [Lathrop & Bur- 
goon], 294 

necrobiosis lipoidica granulomatosis: 
necrobiosis lipoidica diabeticorum in 
nondiabetic [Rollins & Winkelmann], 
*537 

necrobiosis _ lipoidica, 
form fruste of diabetes 
[Engel & Smith], *791 


pathogenesis: 
mellitus 


Lipoma 


[Howard & Helwig], *924 
Lips 
lower, ulcerative nodule of: chronic 
lymphatic leukemia [May], 131 


. Liquid nitrogen: See Nitrogen liquid 


A Livedo reticularis 


cutaneous manifestations in  polyar- 
teritis (periarteritis) nodosa [Beli- 
sario], *526 


Lungs 

hilar lumphadenopathy, 
erythema | modosum 
Thomas], *754 


beneen, in 
[Waisman & 


. Lupus erythematosus 
congenital telangiectatic erythema re- : 


sembling, in dwarfs: contribution to 
Bloom's syndrome [Ketzenellenbogen 
& Laron], *609 

discoid, chronic: tinea faciei eimulating 
[Shanon & Raubitschek], 268 

discoid, disseminated: complicated by 
possible drug eruption EWaihame], 
485 
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Lupus erythematosus—continued 


discoid, in newborn [Litt & Se ae 
114 

subaeute [Rauschkolb], 109 

subacute: diagnosis [Miller], 473 

system, with Trichophyton menta- 
grophytes infection [A'hsell], 452 

what is systemic lupus? some comments 
on its pathogenesis and course (edi- 
torial) [Dameshek], 646 


Lymph nodes 
pulmonary hilar lymphadenopathy, 
benign, in erythema nodosum [ Wais- 
man & Thomas], *754 


Lymphoblastoma , 
cutis (leukemia cutis. Probably mono- 
cytic): diagnosis [Stritzler], 1026 
cutis: recurrent for 15 years: diagnosis 
[Stitzler], 1026 

follieular [Wolff], 120 

hypertrophic lichen planus? [Franks & 
Gordon], 292 


Lymphocytes 
infiltrate of skin: diagnosis [Mandel], 
1020 
e 
Lymphoma 


pityriasis rubra pilaris? case for diag- 
nosis [Miller], 146 


Lymphosarcoma 
of skin and testis [Altman & Winkel- 
mann], *943 


M 


Maduromycosis 
unusual case with description of causa- 
tive fungus (of family Dematiaceae) . 
[Carrión et al.], *371 


Malignant carcinoid syndrome: See 
Carcinoid syndrome 

“Man Tan” 

lotion: contact dermatitis 


due to 

[Canizares], 837 

lotion: dihydroxyacetone, keratin color- 
ing agent [Blau et al.], *501 

lotion: dihydroxyacetone, suntan-simu- 
lating agent [Maibach & Kligman], 


*505 
Marine dermatosis: See Eruptions, ‘‘sea- 
bather's" 
Mastocytosis 
systemic, with bullous urticaria pig- 


mentosa [Fogel & Burgoon], 298 


Medica? Association of Argentina. Society 
of Dermatology and Syphilology 
annual international reunion, Buenos 
Aires [Costello & Andrews], *90 


Medical education: See Education, Medical 


Medical specialism: See Specialism e 
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Melanin 
melanogenesis and skin 
[Evarett et al.], *908 


Melanocarcinoma 
= of children: juvenile melanomas of 
children apd adults and [Allen], *325 


~ Melanomz 
juvenile, of children and adults and 
melanocarcinomas of children [Allen], 
*825 
malignant [Halpern], 455 
malignant (Lentigo maligma?): 
nosis [Reiss], 1018 
fet. Gia malignant, treated with vaecinia injec- 
| tions [Burdick], 438 


Methacholine chloride 
vascular effects of parenteral doses in 
atopic dermatitis [Clark -t al.], *957 


Methotrexate 
effects on basal-cell cartimomas [Van 
Scott et al.], *762 


Methoxsalen 
effect of oral, on sunburn and suntan: 
follow-up study of [Imbrie et al.], 
*617 . 
-treated mice exposed to fluorescent 
light: erythema and tumer formation 
[Hakim et al.], *572 


8-Methoxypsoralen: 


carcinoma 


diag- 


See Methoxsalen 
Methyl nicotinate: See Nicotiic acid 


Microscopy 
fluorescence, in diagnosis ef cutaneous 
malignancy [Raskin], *9€5 
fluorescence, of normal and pathologic 
keratin [Steiner], *352 


- Milium, colloid: See Colloids 


Morphea 
idiopathic atrophoderma of Pasini and 
Pierini with coexistent: case report 
[Kee et al.], 100 - 


Mouth 

disease, oral mucosal: new adhesive 
protectant vehicle for | Kutscher & 
Zegarelli], *624 

erosive I&hen planus of oral mucosae: 
triamcinolone acetonide n treatment 
of [Zegarelli & Kutscher], 1010 

oral manifestations of cyclic (periodic) 
neutropenia [Gorlin & Chaudhry], 
*344 


- k 
| plasmocytic mucosal infiltrates in mul- 
tiple myeloma [Lightstore & Cohen], 
*921 
Mucin . 
cutaneous mucinosis: piacue-like form 
of [Perry et al.], *980 
T i Mucous membrane 
* eosinophilic granuloma of, and skin in 
M. association with diabetes insipidus 
^ .* [Dougherty], 839 1 
M ; $48 
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lichen planus of skin and: diagnosis 
[Kagen], 137 ; 
plasmocytic mucosal infiltrates in mul- Li 
tiple myeloma [Lightstone & Cohen], E E 
*921 Nr 
Muscles 


weakness and leukopenia: diffuse tel- 35 ue 
angiectasia with [Moyer & Williams], — M. 


*932 
Myeobacterium E 
atypical: cutaneous infection with 2 M 


[Brock et al.], *918 


Mycosis fungoides 
case for diagnosis [Rowe], 132 


topical -nitrogen mustard therapy in - E 
[Wilkinson & Haserick], 440 ME 
treated with corticosteroid hormones - M 
[Tolman], 443 A be) 
treatment with new agent, cyclophos- 
phamide (Cytoxan) [Abele & Dob- eas 
son], *725 ce 
Myeloma 25 
multiple: plasmocytic mucosal infil- - 
trates in [Lightstone & Cohen], *921 Ad 

EN, 

Myoblastoma oe 
granular-cell [Barsky & Kroll], 653 "gee 
Myxedema ae Us 
cutaneous: pathogenesis of iar: dd E 
Hansen], *32 NR. 
localized [Szymanski & Jambor], 657 M 
N Jr 

M 

Nails Ay 
fingernail, linear pigmentation of - 


[Dougherty], 126 : 
hereditary leukonychia totalis [Medan- Zw 


> LEN r 
AM wy [24 
tot egt 


d 

Sky & Fox],*412 ad 
National Leprosy Study Center í p 
loan slide collection, 309 | 38 
Necrobiosis lipoidica: See Lipoidosis d 


dx 


Necrobiosis lipoidica diabeticorum: See: s 


Diabetes mellitus nr 


Neoplasms: See also Cancer; Carcinoma; Tu 
Sarcoma; Tumors; etc. | 2D 
cutaneous malignancy: fluorescence  .* 
microscopy in diagnosis of [Raskin], Bee | 
*965 E d 
malignant, and  dermatomyositis in i 


adylts: survey of 20 years’ experience 
[Arundel] et al.], *772 
Neuralgia f 
trigeminal, herpes zoster: pain relief by 
aleohglic block of great occipital 
nerve [Skillern & Rodin], *247 


Neutropenia 


^ 
roe A, LP 
22 





cyclic (periodic), oral manifestations of: $ RA 
does periadenitis mucosa necrotica re- & iR 
289/1067 D 


E i - Neutropenia—continued - * AA LP Mae RE 
EC currens (Sutton) exist? [onlin & Sas 

a> - Chaudhry], *344 d | 

Hr 5 -Nevus 

—. .. basakcell [Strauss] 2 459 


| cholinesterase: cholinesterases in pig- 
. mented tumors of skin [Winkelmann], 
KALTAS 
aie ul compound cellular, with band-like dis- 
tribution [Witkowski], 480 
WEAN divided: clue to intrauterine develop- 
. ment of melanocytic nevi [Harrison 
| & Okun], *235 | 
- — linear nevus? [Cornbleet & Bernstein], 
Fic. 658 
 Sebaceus with associated  basal-cell 
epithelioma: report of case [Brannen 
& Fosnaugh], 1007 
TAAA DA strawberry: natural history of [Bowers 
RES. (cet al], *667 
unius lateris [Wolf], 453 
unius lateris: pigmented basal-cell car- 
~ einoma arising on [Obermayer], 122 


5 | New, NEWER, AND NEWEST, 92, 286, 427, 





EU - 645, 830, 1015 
E Newborn infants: See Infants; newborn 
^. Nicotinic acid 


E ; clinical evaluation of nicotinate rube- 
E  facients [Peterson et al.], *495 


X dva Nitrogen liquid 
— - - jin therapy of skin lesions: advantages 
C | and limitations of [Hall], *9 


y! ber 
Dc. . Nitrogen mustards 

SUME P topical, therapy in mycosis fungoides 
E [Wilkinson & Haserick], 440 


Nodular dermal allergid: See Allergid 


~ Nomenclature 

standard (correspondence) [Leider], 
276; [Mitchell], 277; reply to Leider 
[Becker], 278 






Söp Ot 


ES O 


Occupational diseases 
. industrial eruption? case for diagnosis 


>. [Marsh], 113 
~*~ Onychomycosis 
ee chronic dermatophytosis and, “due to 
EY X Trichophyton rubrum [Brodey], 835 
7 75e Orabase : 
EC... new adhesive protectant vehicle for oral 
by M mucosal disease [Kutscher & Zeg- 
4 E arelli], *624 
Osler, William (1849-1919) ° 
^ 25 Osler's contributions to degmatology 
AR [Sullivan], *487 | 
© Oxytalan fibers 
/ of dermal-epidermal junction [Hase- 
i gawa], *250 
-æ 
f 290/1068 — ^ i 
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Paget's disease 
genital [Becker et al.], *857 


of perineal skin with associated adeno- 
carcinoma [Yoell & Price], *986 


Palate . 
hard, chancre of? diagnosis [Wexler], 
1028 
Palm 


basal-cell epithelioma of: report of case 
[Johnson], *253 


Papilloma 


dissemination of flat warts by wire 


brush surgery [Dorsey], 262 
ultrasound therapy of plantar warts 
[Rowe & Gray], 1008 


Parapsoriasis 
en plaques associated with monocytic 
leukemia: diagnosis [Wolf], 1024 


Para-tertiary butyl catechol 
sensitivity to [Gaul], 274 


Patients 


physician-patient relationship (presi- 
dential address: Ars longa; 


brevis) [Hall], *222 


Pellagra ( 
-like changes? vs. INERTE syndrome 
(poikiloderma congenitale of Thom- 
son): diagnosis [Curtis et al.], 116 


Pemphigus 

acute: toxic epidermal necrolysis [Pot- 
ter et al.], *903 

cheilitis glandularis? diagnosis [Cor- 
mia], 148 | 

cortieosteroid treatment of: experience 
with 50 cases over period of 10 years 
[Sanders et al.], *717 

dermatitis herpetiformis with acantholy- 
sis or, with response to sulfonamides 


[Winkelmann & Roth], *385 A 
erythematosus? Hailey-Hailey disease? — 


Sneddon-Wilkinson's disease? 
pern], 455 
foliaceus [Clendenning], 109 
foliaceus [Falk et al.], 435 © 
vegetans? case for diagnosis [Rosten- 
berg et al.], 654 


Penis 


[ Hal- 


Bowen’s disease of: response to CE 


ray therapy [Brauer & Fried], 288 


giant condylomata acuminata of Buschke - 


and Lowenstein and squamous-cell 
E: epithelioma of [Machacek & Weak- 
ley], *41 


Peptidase 
exopeptidases of human skin -[Hase- 
gawa], *595 


Periadenitis 


mucosa necrotica recurrens ( Sutton) ? ? 


„revaluation in relation to oral marf- 


vita | 
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Periadenitis—continued Pityriasis—continued 


festations of cyclic (periodic) neu- lichenoides chronica: diagnosis [ Young], 
tropenia [Gorlin & Moo cid *944 466 
| rubra pilaris: essential amino acids and 


Periar teritis nodosa DENE. ad "2. 
rs disease processes [Rowe], *948 


i 


| cutaneous manifestations in ap ler 


nodosa: report of case with livedo rubra pilaris; lymphoma? case for diag- 


reticularts [Belisario], EBBO =e, .  . nosis [Miller], 146 


Perineum = 5 du |  — Plantar warts: See Papilloma 


Paget’s disease of perineal SOR with . Podophyllin 


associated adenocarcinoma. TY oell & use in treatment of giant condylomata e 
Price], *986 Lea. oe Fre acuminata of Buschke and Lowen- HESS 


A M ` ta 
Peutz-Jeghers syndrome . $ Kai s "AO etel UMORE NON wees in 
I Gross], S vo bd d m$ E vu Poikiloderma 
Ph ! xn. |  Civatte) [Tolmach], 466 

 rharynx s ps (JA EE M Lar congenitale of Thomson [Rothmund’s 

generalized histoplasmosis nvo $ syndrome) vs pellagra-like changes? 
tongue and: Vrae LET Arri o e diagnosis [Curtis], 116 
Magnin], 133. ree are ty ef Jacobi: diagnosis [Rowe], 138 

pnerenn:. oe dx hydro- E 'olyar teritis nodosa 
chloride | Pet Ae, VT " . cutaneous manifestations in: report of 
eno iL d E eh . case with livedo reticularis [Beli- 


? mal Anges ving pp! sario], *526 
ca of ihid] - ; liie nts to EN 
aging y skin [Ayres], ' ‘578 i i^ familial chronic atrophic [Arundel] & 
Photosensitization | Ud E! 


L CORP CC RT echa ip aserick], 439 
rug eruptions ased on pho m eehanism - 
[Harber], 1017 | ee , o. e 2d SUO olyoxyethelene lauryl ether 


Vdébte sensit viby eruption? [Sobe 8397 . its use in new keratolytic acne lotion 
photodynamic dermatoses du ) de- [Blau & Kanof], 266 
methylehlortetracycline [Fuhr ma n & Poroma 
Drowns], *244 Tre Hoe ecerine, associated with Bowen's disease 


~ 


* 


photodynamic properties of par dicular oes ‘(Darnall & Mopper], *548 
hematoporphyrin > de rivative [Lipson — > 
& Baldes], *508 ae » | b. 


cutanea tarda; epidermolysis bullosa 
^ £F acquisitia (tardive)? case for diag- 
donexc cM NE erapitliu: sclero- _ nosis [Canizares], 472 
derma? discoid lupus erythematosus? : e ques EW Miama de Moyer] Tate 


case for diagnosis is cu 453. oi E egnahcy 


| disseminated vaccinia superimposed on 
Pifionkin tests: See under Do A a | atopic dermatitis in case of pregnant 


Physicians sd : AY bt | Negro woman [Sommacal & Lerner], 
education for dermatology in United  . ED E). 


States: personal views en doctors, o 

dermatologists, and dodos ISulber Premarin e git 2 d 

ger] *311 ua DEG. d eyclic estrogenic and  chlorothiazide 
-patient relationship - (presillenia d ad- | therapy in acne vulgaris [Cormia], 


dress: Ars longa; vita brevis) [Hal], 821 


*222 Tb | SDN ud o RR menstrual tension 
Piedra |. . P casn T eyclic estrogenic and  chlorothiazide 
-like artifacts [Scott], 1003 ; therapy in acne vulgaris [Cormia], 


T n EL 82 
Pigmentation *. eg tr ` , 
basal-cell carcinoma, pigmented, — aris. Promethazine hydrochloride - 
ing on nevus unius lateris TObe- — injectable, for local anesthesia [Meltzer], 
háyer], 192 — |  Á. p^ dab a4 o 264 


& P - (t ° 
carotenoid (aurantiasis), localized | Dy ey ’ : 


[EGNRISE20 ^ 077 E deg. ani, gui anal hygiene [Brunner], 267 


Ev 
linear, of fingernail [Do oughert$l, 126. T intractable, ef face following toxic re- 
tumors, pigmented, of ut posanc : ar action to stilbamidine: diagnosis 
ages in [Winkelmann], *17 re 4 [Fisher], 292. Y NT ETT, 
Pityriasis a pas d | Pseudopelade : 
alba: ten-year survey, anit review yi _[Ronchese], *936 
literature [Wells et al.], 7183. A sd zs Ae Beoriasts and [Lynfield], 433 


photosensitivity ane heat [Lipson & - 
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Psoriasis 


essential amino acids and disease proc- 
esses [Rowe], *948 

immunologic reactions in [Aswaq et al.], 
*663 

of palms and soles [Cornbleet & Bern- 
stein], 652 

and pseudopelade [Lynfield], 433 

vascular component of psoriatic lesion: 
effect of treatment on [Lawler & 
Vineyard], *190 

vulgaris: localized plaque of? case for 
diagnosis [Netherton], 115 


Punches 
and curettes: whetstones for sharpening 
[W atson], 263 


Purpura 
eres [Reed & Urbach], 293 


„Pyoderma 
blastomycosis-like, localized, occurring 
in tattoo [Yaffee], 99 
gangrenosum: acne conglobata with? 
case for diagnosis [Stanford Division 
of Dermatology ], 843 


gangrenosum: results of planing of 
[Domonkos], 476 
gangrenosum: ulcerative colitis with 


[Mescon], 461 


Pyogenic infections 
clinical aspect of use of demethylchlor- 
tetracycline [Fuhrman & Drowns], 
*244 


R 


Radiodermatitis: See Dermatitis 
Raynaud’s disease 
[Costello], 475 


Ragweed 
contact dermatitis: role of dermal sensi- 
tivity in [Epstein], *48 


Regeneration 
dermal changes following application of 
chemical cauterants to aging skin: 


superficial chemosurgery [Ayres], 
*578 
Resins 
sensitivity to Bisphenol A [Gaul], 1003 
Rheumatoid arthritis: See Arthritis, 
rheumatoid i 
Ringworm 


kerion in tinia capitis due to Micro- 
sporum audouini treated by griseoful- 
vin [McDaniel], 423 * 

perspectives in, 
through the ages [ Rosenthal], *851 

tinea capitis (M. audouihi) : single dose 
therapy (griseofulvin) [Fyiedman et 
al], *415 t 

tinea capitis (M. lanosum), treated with 
griseofulvin [Tolman], 448 

tinea circinata and onychomycosis 


292/1070 


EA, i ae ENT. * vee z^ 
vw n 55^ d 


of scalp: treatmente* 
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Ringworm-—continued 


(Trichophyton purpureum): resist- 
ance to griseofulvin during uncon- 
trolled diabetes: diagnosis (Mandell, 
1027 

tinea faciei simulating chronic discoid 
lupus erythematosus+ [Shanon & 
Raubitschek], 268 : 

Trichophyton  mentagrophytes  infec- 
tions: systemic lupus erythematosus 
with [Ansell], 452 

T. rubrum: exposure and infection 
within household groups [Many et 
al.], *226 

T. rubrum infection treated with griseo- 
fulvin: diagnosis [Cormia], 471 

T. rubrum infection treated with 
griseofulvin [Tolman], 449 


Roentgen rays 
inside x-ray (Scientific Exhibit) [Cross- 
land], *80 
response of Bowen's disease of penis to 
grenz ray therapy [Brauer & Fried], 
288 


Rothmund's syndrome 
(poikiloderma congengtale of Thomson) 
vs pellagra-like changes? diagnosis 
[Curtis], 116 


Rubefacients: See Irritants 


S 


Sarcoid 
granulomas after intradermal tuberculin 
in normal human skin [Hurley & 
Shelley], *65 


Sarcoidosis 
[Sevastianos et al.], 833 
Boeck’s sarcoid [Brodey], 836 


Sarcoma 
Kaposi’s idiopathic hemorrhagic sar- 
coma [Post], 129 


Sawdust 
dermatitis due to Grevillea robusta 
(Australian silk oak) [May], 1006 


Scabies 
Norwegian [Maguire & Kfgman], * 


Scalp 
kerion in tinia capitis due to Micro- 
sporum audouini treated by griseoful- 
vin [McDaniel], 423 


ringworm: allergic reaction to griseoful- 
vin [O’Farrell], 424 

ringworm, perspectives in: treatment 
through the ages [Rosenthal], *851 


sebaceous cysts, multiple infected: 
treatment by marsupialization 
[Ehrenfeld], 289 B 


single dose therapy of tinea capitis 
(Microsporym audouini) [Friedman 
et al.], *415 


ë 
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Sealp—continued 


technique for removing steatomas or 
wend from [Drowns], 641 


SCIENTIFIC EXHIBIT: SEE EXHIBITS, 
SCIENTIFIC 
Scleredema ° . 
adultorum [Lewis & Dougherty], 126 
Sclerema 


neonatorum, nodular: hypog ycemia of 
newborn [Clendenning], E10 


Scleroderma 
edathamil in treatment of, ane calcinosis 
cutis [Winder & Curtis], "732 


Sclerosis 
progressive systemic ( zeneralized 
scleroderma) [Hurley], 479 


“Seabather’s eruption": See Eruptions 


Sebaceous glands 
aged human (correspondence) [Wool- 
dridge], 105; reply [Rothman], 106 


cysts, multiple infected, of scalp: treat- 


ment by  marsupializatier [Ehren- — 


feld], 289  , 


nevus sebaceus with associated basal- 
cell epithelioma [Branner & Fos- 
naugh], 1007 


Sinus tract: See Fistula 


Skin: See also Dermatology 

ambulatory (office) dermatoloeic thera- 
pies, comparative efficacy: 1947-48 
and 1957-58 [Weiner], *194 

Askovitz’ study on paired comparisons 
[de Wilde], *621 

boxing gloves in dermatology [Gross], 
266 


cancer: curettage and electrodesiccation 
in treatment of [Knox et al.l, *197 


cancer: cytologic studies in [Woodburne 
et al.], *992 


cancer: sunlight factor in agmg and 
[Howell], *865 

carcinoid, cutaneous, metastatic: case 
of functioning malignant bronchial 
carcinol [Reingold & Escovitz], *971 


carcinoma, basal-cell: effects of metho- 
trexate on [Van Scott et al.], *762 


carcinoma, cutaneous, metastatic 
(breast) [Stegmaier], 434 


carcinoma: melanogenesis and | Everett 
et al.], *908 


changes, dermal, following application 
of chemical cauterants to aging skin: 
superficial chemosurgery  [«yres], 
*578 


coccigioidal ganulomas of skin and con- 
junctiva treated with amphotericin B 
[Skipworth et al.], *605 


colloid degeneration of (correspondence) 
e [Wilson], 428 


Skin—continued 


colloid milium, adult [Holzberger], *711 ` 


-drug-vehicle relationship: factors de- 
termining [Shelmire], *24 

ecologic perspective of dermatologic 
problems in India: socioeconomic fac- 
tors [Desai], *701 

exopeptidases of human skin [Haseg- 
awa], *595 

fluorescence microscopy of normal and 
pathologic keratin [Steiner], *352 

gangrene, progressive fatal cutaneous, 
associated with hypogammaglobuli- 
nemia [Abele et al.], *565 i 

geographic dermatology: Mexico and 
Central America: influence of geo- 
graphic factors on skin diseases 
[Canizares], *870 

Hodgkin's disease of: acquired ichthyosis 
preceding tumoral and  ulcerating 
lesions for 7 years [Stevanovic], 96 

hyperelastica, cutis (Ehlers-Danlos 
syndrome): incomplete dominant type 
[Zimmerman], 130 

infection, with atypical Mycobacterium 
[Brock et al.], *918 

lesions: eosinophilic granuloma of bone 
with [Epstein], 132 

lesions, therapy: advantages and limi- 
tations of liquid nitrogen in [Hall], *9 

lichen planus of, and mucous mem- 
branes: diagnosis [Kagen], 137 

ipid, quantitative fractionation, in 
patient with flat cutaneous xantho- 
matosis [Stewart & Finn], *1 

.ymphocytic infiltrate of: diagnosis 
[Mandel], 1020 

lymphosarcoma of, and testis [Altman 
& Winkelmann], *943 

malignancy: fluorescence microscopy in 
diagnosis of [Raskin], *965 

manifestations, characteristic, in ataxia- 
telangiectasia [Williams et al.], *937 

manifestations in polyarteritis (peri- 
arteritis) nodosa: report of case with 
livedo reticularis [Belisario], *526 

marine dermatosis: “seabather’s erup- 
tion” with Creseis acicula Rang 
(Majlusca: Pteropoda) [Hutton], 
*951 

mucinosis: plaque-like form of [Perry 
et al.], *980 

myxedema, cutaneous: pathogenesis of 
[Asboe-Hansen], *32 


nizotinate rubefacients: clinical evalua- 
Lion [Peterson et al.], *495 


«docti condi dermatosis, new: skin 
living [Greenwood], 642 


*orytalan" fibers of dermal-epidermal 
.unction [Hasegawa], *250 
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Skin—continued 
photodynamic dermatoses due to de- 
methylchlortetracyline [Fuhrman & 
Drowns], *244 


photoskin tests in hydroa vacciniforme © 


[Schiff & Jillson], *812 

pustular dermatosis, generalized [Glick- 
man], *758 

pustular dermatosis, 
[Dougherty], 1030 

toxic epidermal necrolysis: 
pemphigus [Potter et al.], *903 

tuberculin response: sarecoid granulomas 
after PPD injection in normal human 
skin [Hurley & Shelley], *65 

tumors, pigmented: cholinesterases in 
[Winkelmann], VIT 1 

vascular component of psoriatic lesion: 
effect of treatment on [Lawler & 
Vineyard], *190 

vascular effects of parenteral doses of 
methacholine chloride in atopic 
dermatitis [Clark et al.], *957 

vasculitis, allergic: nodular — dermal 


subcorneal 


acute 


skin [Stoughton et al.], *400 

wearing boxing gloves in dermatology 
as deterrrent to excoriation [Gross], 
266 


Skin and Cancer Hospital of Philadelphia 
3rd annual postgraduate course in 
pediatric dermatology, 660 — 


Skin diving 
new occupational 
[Greenwood], 642 


Smallpox ; 
disseminated vaccinia superimposed on 


dermatosis from 


atopic dermatitis in case of pregnant | 


Negro woman [Sommacal & Aemet, 
*257. 


Society of Dermatology and Syphilology 
of Medical Association of Argentina 
reunión anual internacional de derma- 
tolegia en Buenos Aires (report) 
[Costello & Andrews], *90 


SOCIETY TRANSACTIONS 
Bronx Dermatological Society, á 288, 1017 
Chicago Dermatological Society, 433, 
652 
Cleveland Dermatological Society, 109, 
437, 833 
Detroit Dermatological Society, 116 e 


Los Angeles Dermatological Society, 
119 
. Manhattan Dermatological Society, E^ 
835, 1029 
Metropolitan Dermatological Society of 
Los Angeles, 130, 441 
Metropolitan Dermatological Society of 
2904/1072 - 
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SOCIETY TRANSACTIONS—continued 
New York, 128, 293 


» ta" 
B 


2 
"ds M 
ers. 
v EJ 


Minnesota Dermatological Sdtiety, 13 — | 


New England Dermatological Bagicty; 
451 

New York Academy of Medicine, Biston 
of Dermatology and Syphilology, 464 

New York Dermatological Society, 139, 

468 

Philadelphia Dermatological 
293, 478 

San Francisco Dermatological Society, 
482, 842 


Sodium chloride 
ointments: evaluation, in treatment of 
ichthyosis vulgaris [Epstein], *998 


Society, 


Specialism > 


medical, and the Boards [Caro], *521 


Sponge, cellulose: See Cellulose 


unusual occurrence of: 8 cases in one 
residence [Garrett & Robbins], TS 


| . Stai d sti 
allergid [Laymon], *163 A) ins and staining 


vasopressors: effects of intradermal in- 
jection in norma] and diseased human | 


simplified acid Orceif and Giemsa tech- 
nique for routine staining of skin 
sections [Pinkus & Hunter], *699 
Staphylococci 
disease outbreak in dermatologic ser- 
vice: bacteriological studies; effect of 
prior systemic therapy [Biro et al. f; 
*740 
infections: study of incidence on derma- 
tologic ward [Baro et al.], *205 


Steroids: See also Corticosteroids; 
specific steroids l 
bullous lichen planus, treated 
diagnosis [Barker], 151 l 
local injection of, and hair K owth in 
alopecias [Orentreich et al.], *894 
suspensions, intracutaneous injection: 
improved technique for [Berger], 271 
topical, in treatment of dermatitis 
(correspondence) [Flesch], 105 


and 


Ww ith -- 


Stevens-Johnson syndrome 


caused by chlorpropamide [Yaffee], 636 

ia disease, abd&&tive [Lind- 
. Strom], 441 - 

intractable pruritus of face following 
toxic reaction to: diagnosis [Fisher], 
292 


Stings: See Bites and stings CU a 
Stomatitis s 

epidemic pustular, 

tionship to erythema 


of childr en: rela- 
multiforme 


caused by Coxsackie B 5 Lapeer,’ 


*737 
Strawberry nevus: See under E 


T d 


Sulfonamides * 


dermatitis herpetiformis with acantholy- 


eet ha 


" 
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Sulfonamides-—continued 
sis or pemphigus with response to 
[Winkelmann & Roth], *385 


Sun spectrum 
duplication of, with modified carbon are 
[Starke & Jillson], 1012 


Sunburn: See Sunlight 


Sunlight 
_ dihydroxyacetone: keratin coloring 
agent (*Man-Tan" lotion) [Blau et 
^ al.], *501 
dihydroxyacetone: suntan-simulating 


agent [Maibach & Kligman], *505 

"effect of oral methoxsalen on sunburn 
and suntan: follow-up study [Imbrie 
et al.], *617 

factor in aging and skin cancer [How- 
ell], *865 

sun-sensitivity eruption? case for diag- 
nosis [Traub], 139 


Suntan: See Sunlight 


Surgery 
wire brush: dissemination of fat warts 
by [Dorsey], 262 


Sutton's disease: See under Periadenitis 


Syphilis 
primary [Lynn], 481 


T 


Tanning: See Sunlight 


Tattooing 
green, reactions in: significance of 
valence state of chromium [Loewen- 
thal], *237 


localized blastomycosis-like pyoderma 
occurring in tattoo [Yaffee], 99 


Teeth 


sinus tract of dental origin simulating 
epithelioma [Reisch], 638 


Telangiectasia 

ataxia [Barsky & Gigli], 657 

ataxia-: syndrome with characteristic 
cutaneous manifestations [Williams 
et al.], *937 

congenital dysplastic angiopathy [Bie- 
linski et al.], 656 

congenital telangiectatic erythema re- 
sembling lupus erythematosus in 
dwarfs: contribution to Bloom’s syn- 
drome [Katzenellenbogen & Iron], 
*609 


diffuse, with muscle weakness and leu- 
kofenia: report of case [Moyer & 
Williams], *932 
_ idiopathic, generalized: *case for diag- 
enosis [Ringrose], 486 





Testis | 
lymphosarcoma of skin and [Altman & 
Winkelmann], *943 


Tetrahydrofuran 
use for routine and rapid dehydration 
and clearing (skin biopsy specimens) 
[Malkinson & Potter], *789 


Thrombocytopenia 
hemangioma associated with [Levine et 
al.], 94 


Tin»a: See Ringworm 
Tissue 
biopsy: See Biopsy 
cilture: strain of herpes simplex virus 
which produces unusually large 


multinucleated giant cells in 
[Wheeler], *391 


Fistopathology: four-dimensional [Pin- 


kus], *681 


sections: simplified acid Orcein and 
Giemsa technique for routine staining 
of [Pinkus & Hunter], *699 


Tongue 
generalized histoplasmosis involving 
pharynx and: diagnosis [Epstein & 
Magnin], 133 
Tcxic epidermal necrolysis 
acute pemphigus [Potter et al.], *903 


Triamcinolone 1 
acetonide in treatment of erosive lichen 
planus of oral mucosae [Zegarelli & 
Kutscher], 1010 
suspension, derminjected: results of 
therapy of localized amyloidosis us- 
ing [Scott & Berghorn], *746 


T-ichoepithelioma 
solitary [Zeligman], *35 


T -ichophytosis: See Ringworm 


Trimeprazine 
agranulocytosis [Clendenning et al.], 
*533 
Tropical Dermatology, International 


Society of: See International Society 
of Tropical Dermatology 


Tuberculin 
intradermal: sarcoid granulomas after, 


in normal human skin [Hurley & 
Shelley], *65 


Tumors 
formatéon: erythema and, in methox- 
e salen-treated mice exposed to fluores- 
cent light [Hakim et al.], *572 
glomus, multiple, of pseudocavernous 
i hemangioma type: manifesting domi- 
nant inheritance pattern [Gorlin et 
al.], *776 


pigmented, of skin, cholinesterases in 
[Winkelmann], *17 
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Twins 
identical: hydroa aestivale in [ Wheeler 


et. al.], *590 
identical, male: Fox-Fordyce disease in 
[Graham et al.], *212 


U 


Ulcer 
lower lip, ulcerative nodule: chronic 


lymphatic leukemia [May], 131 
Ulcerative colitis: See Colitis, ulcerative 


Ultrasounds 
therapy of plantar warts [Rowe & 


Gray], 1008 
Ultraviolet rays 


dihydroxyacetone : keratin coloring 
agent (“Man-Tan” lotion) [Blau et 
al.], *501 

dihydroxyacetone: suntan-simulating 


agent [Maibach & Kligman], *505 

effect of oral methoxsalen on sunburn 
and suntan: follow-up study [Imbrie 
et al.], *617 

melanogenesis and skin carcinoma 
[Everett et al.], *908 

ultraviolet helmet [Watson], 103 


Undecylenic acid 
allergic eczematous contact dermatitis 
caused by sensitization to, and its 
zine salt [Gelfarb & Leider], 642 


Urine 
2,5-dihydroxyphenylpyruvic acid ex- 
cretion and collagen diseases (corre- 
spondence) [Williamson], 428 


Urticaria 
pigmentosa, acquired 
Urbach], 298 
pigmentosa, bullous: systemic masto- 
cytosis with [Fogel & Burgoon], 298 


[Goldstein & 


pigmentosa (telangiectatic type) [Tye], 
452 
V 
Vaccinia 


accidental, localized [Weary et al.], *804 
injections: malignant melanoma treated 


with [Burdick], 438 e 
Vasculitis 
allergic: nodular dermal allergid [Lay- 
mon], *163 


diagnosis [Torre], 468 


Vasopressor agents 
. - x . . 
effects of intradermal injection in nor- 


mal ande diseased human sin 
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Vehicle : 
skin-drug-vehicle relationship: factors 
determining [Shelmire], *24 
é 


Verruca 
elastoma intrapapillare perforans 
verruciforme [Epstein & Sullivan], 
482 x 


plana juvenilis: treatment with gamma 
globulin. [Sakurane & Sugai], 640 


Versenate: See Edathamil 


[Stoughton et al.], *400 
Viruses : 

Coxsackie B 5: erythema multifore 
caused by: possible association with 
epidemic pustular stomatitis of 
children [Yaffee], *737 

herpes simplex: strain which produces 
unusually large multinucleated giant 
cells in tissue culture [Wheeler], *391 

vaccinia injections: melignant melanoma 
treated with [Burdick], 438 


W 


Waldenstroem's syndrome 
idiopathic hypergfmmaglobulinemia. 
[Dorner], 111 
Warts: See Papilloma 
Weber-Christian disease 
diagnosis [Tolmach & Wolf], 467 
William Allen Pusey Memorial Lecture 
four-dimensional histopathology [Pin- 
kus], *681 
Wire brush surgery: See under Surgery 
Wrinkles 
dermal changes following application of 
chemical cauterants to aging skin 
[Ayres], *578 


X 


Xanthoma 
disseminatum: disseminated xanthosid- 


derohistiocytosis [Halprin & Lorinez], 
*171 


Xanthomatosis 

diabeticorum [Griesemer], 144 

flat cutaneous: review and case report 
including quantitative fractionation of 
skin lipid [Stewart & Finn], *1 

normocholesteremic, in infant: diagnosis 
[Orfuss & Rotchford], 1028 

with hyperlipemia [Griesemer], 444 


Xanthosiderohistiocytosis 
disseminated (xanthoma disseminatum) 
[Malprin & Lorinez], *171 f 


X-rays: See Roentgen rays 


LL NET 


